Paid Circulation, 42,258 


The 
New England 


Journal Medicine 


FORMERLY THE BOSTON MEDICAL AND SURGICAL JOURNAL — Established 1828 


VOLUME 255 AUGUST 30, 1956 NUMBER 9 


Original Articles Medical Progress 


Zinc Metabolism in Hepatic Dysfunction. Pathology: Diseases of Bone . . . 427 
Serum Zine Concentrations in Laénnec’s Louis Lichtenstein 
Cirrhosis and Their Validation by Se- 


Bert L. Vallee, Warren E. C. Wacker, 
Anthony F. Bartholomay and Eugene D. Robin 


Iodide “Mumps” after Intravenous Urography 433 
Ralph M. Sussman and Jay Miller 


Histoplasmosis: nen the Panamanian 


Puzzle. 64098000 Absence of Beta-Globulin Fraction the 
J. Winthrop Peabody, ‘Jv. Serum Protein of a Patient with Unex- 
plained Anemia: Report of a Case . . 434 
Scleroderma (Progressive Systemic Sclerosis) Cecilia Riegel and Dorothy Thomas 
Associated with Cancer of the Lung: Brief 
Review and Report of a Case 413. By the London Post... .... . . 435 
Sigmundur M. Jonsson and Joseph M. Houser John Laster 


Polyneuritis in Systemic Lupus Erythemato- Case Records of the 
sus: Review of the Literature and Report Massachusetts General Hospital 437 
ab y 
Labe Scheinberg Editorials 


Special Article What Price Security? .....+.+-+ 


Russia. . Understanding the Aleoholic . . . . . . . 445 


Mark G. Field Massachusetts Public Health Association . . 446 


Massachusetts Medical Society 446 Correspondence ° ‘ ‘ ° 
Massachusetts Department of Public Health 446 Nonclinical Notes. ‘ “47 


new! Pillsbury, Shelley & Kligman 
DERMATOLOGY 


Never before has dermatologic disease both of the skin itself and as a reflection 
of systemic disturbances —- been so broadly covered in one book, The distinguished 


authors have kept in mind, throughout the entire book, the needs of the general 
practitioner and specialists in fields other than dermatology. Fundamental facts on 
anatomy, physiology, chemistry and pathology of the skin will aid your understanding 
of each disease. The section on diagnostic methods is the most complete in literature 
today. The preferable methods of treatment for every disease are clearly stated and 
discussed in full detail; alternate methods for resistant cases are outlined. Dangers 


are Clearly stated. 


By Donan M. Pusssury, M.A., D.Sc. (Hon.), M.D., Professor and Director of Dermatology; Wartea B 
Suetiey, M.D., Ph.D., Associate Professor of Dermatology; and Avseat M. Kitoman, M.D., Ph.D., Associate 
University of Pennsylvania School of Medicine. 1331 pages, 6%” x 9%”, with 1117 
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Professor of Dermatology 
illustrations on 564 figures 
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your allergy patients need a lift 


What with sneezing, wheezing and scratching, being 


allergic is fatiguing business. As a result your 
hypersensitive patients suffer from emotional de- 
pression in addition to their allergic symptoms. 
etate hydrochloride CiBA) 
Now, with Plimasin, you can give these patients a 
lift—and obviate sedative side effects. Plimasin is a 
combination of a proved antihistamine and Ritalin 
—a new, mild psychomotor stimulant. Plimasin not 


only relieves the symptoms of allergy but counter- 
acts depression as well. 


Dosage: 1 or 2 tablets every 4 to 6 hours if necessary. 


Tablets (light blue, coated), each containing 25 mg. Pyriben- 
zamine® hydrochloride (tripelennamine hydrochloride 
CIBA) and 5 mg. Ritalin® hydrochloride (methyl-pheni- 
dylacetate hydrochloride CIBA) 


CIBA 


SUMMIT, N.J. 


Second-Class mail privileges authorized at Boston, Mass, Pub 
lished weekly at 8 Fenway, Boston 15. Domestic, $8.00 per year 
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the only one-step sterile additive vial 
for use with parenteral solutions 


AUTOMATIC—NO AMPULES, NEEDLES, SYRINGES 


You just remove tamperproof tip and push 
sterile plug-in through large hole in stopper of 
solution bottle. Pressure differential causes 
drug to be drawn into solution bottle instantly 


and automatically. 


EXCLUSIVE HOSPITAL-USE FEATURES 


Saves Time—Makes possible instantaneous auto- 
matic supplementation of bulk parenteral solutions. 


Saves Money —No needles, syringes or ampules 
required. Reduces preparation time, labor and 


expense. 


Permits Sterile Technique —Gives complete pro- 
tection at preparation stage... permits uninterrupted 


sterility. INCERT contents never exposed to air. 


Easier to Use—The INCERT vial is a one-step paren- 
teral additive unit, so simple compared with con- 


ventional methods. 


NOW AVAILABLE IN INCERTs 


sterile solution 
LYOPHILIZED B Vitamins with 500 mg. Vitamin C 


POTASSIUM CHLORIDE 20 and 40 mEq. in sterile solution 
POTASSIUM PHOSPHATE 30 mEq. K* and HPO,° in sterile 


solution 


CALCIUM LEVULINATE (10% solution) 6.5 mEq. Ca’** in 


sterile solution 


INCERT 


SUCCINYLCHOLINE CHLORIDE 500 and 1000 mg. in 


TRAVENOL tC4BORATOR! & Ss C- 


PHARMACEUTICAL PRODUCTS DIVISION @ BAXTER LABORATORIES, INC e MORTON GROVE, ILLINOIS 
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Relax 


the nervous, 


tense, 


emotionally unstable: 


wo OF 


( , p Ol | (Pure crystalline alkaloid) 


Each tablet contains: 

0.1 mg. 
or 0.25 mg. 
or 1.0 mg. 
or 4.0 mg. 

The elixir contains: 

0.25 mg. 

per 5 ce, teaspoonful 

Supplied; 

Scored tablets 

0.1 and 0.25 mg. in bottles of 
100 and 500 
1.0 and 4.0 mg. in bottles of 100 
Elixir in pint bottles 


The Upjohn Company, Kalamazoo, Michigan 
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Reserpoid” 0.25 mg 
0.25 mg. 
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tablet 


bacterial symptomatic 


control 


of Urinary Infections 


Your patients on Azo Gantrisin soon feel and even see the 
prompt action of the analgesic dye as it soothes the 
inflamed urogenital mucosa and colors the urine orange-red. 


Gantrisin, the single, wide-spectrum sulfonamide, 
promptly achieves effective plasma and urine levels, 
attacking pathogens both systemically and locally. 


Each Azo Gantrisin tablet contains 0.5 Gm Gantrisin”™ - brand 
of sulfisoxazole, and 50 mg phenylazo-diamino-pyridine HCl. 
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tor wound up 


Noludar ‘Roche' provides relaxation, 
Not a barbiturate, not habit forming, 
50 mg t.i.d. brings daytime sedation 
without undue drowsiness, while 200 
mg h.s. usually induces a restful 
night's sleep with a clear-headed 
awakening. Noludar tablets, 50 and 
200 mg; elixir, 50 mg per teaspoonful. 


Hoffmann-La Roche Inc, Nutley, N.J. 


Noludar® —brand of methyprylon 
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ne “Now there are two forms of 


1 teaspoonful of Theragran The six vitamins aimos: 
Liquid ig equivalent to jovariably associated 
Theragran Capsule. with chronic 
For patients of all ages who deficiency states. 
preter liquid vitamin therapy. 


Each Theragran Capsule, or 5 cc. teaspoonful of Theragran Liquid, supplies: 
25,000 U.S.P. Units 


1,000 US.P. Units 
10 mg. 


Vitamin A (synthetic) 
Vitamin 


Thiamine 
10 mg. 


150 mg. 
150 mg. 


Riboflavin 

Niacinamide 

Ascorbic acid 

Usual Dosage: 1 or 2 capsules or teaspoonfuls daily. Infants: Not more than 
1 teaspoonful daily. 

THERAGRAN CAPSULES: botties of 30, 60, 100 and 1000. 

THERAGRAN LIQUID: botties of 4 ounces. 


Squibb Quality—the Priceless Ingredient 
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METRETON 


METICORTEN (PREDNISONE) PLUS CHLOR-TRIMETON WITH ASCORBIC ACID 


For prompt and effective relief, especially in many resistant allergic disorders, Metreton 
affords the benefits of two established agents with unexcelled anti-inflammatory, anti- 
allergic and antipruritic effectiveness. supported by essential vitamin C—for stress 
support and for postulated effect on prolonging steroid action no better corticosteroid 
—original brand of prednisone...minimal electrolyte effects—Meticorten no better anti- 
histamine—unexcelled in potency and freedom from side effects —Cuton-Trimeton 
effective against hay fever, pollen asthma, perennial rhinitis, acute and chronic urticaria, 
angioneurotic edema, drug reactions, inflammatory and allergic eye disorders, pruritic 
and contact dermatoses. 


formula: Each tablet of Metraeton provides 2.5 mg. of Meticonten (prednisone), 2 mg. of Cuon-Taimeton 
maleate (chlorprophenpyridamine maleate), and 75 mg. ascorbic acid. 


supplied: Merarton Tablets, bottles of 30 and 100. 
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METRETON 


METICORTELONE (PREDNISOLONE) PLUS CHLOR-TRIMETON 


quickly clears nasal passages + avoids rebound engorgement and 
sympathomimetic side effects + safe even for cardiacs, hyperten- 
sives, children, pregnant patients + 

Composition: Contains 2 mg. (0.2%) Mericontetone acetate (prednisolone ace- 
tate) and 3 mg. (0.3%) of Curon-Trimeron gluconate (chlorprophenpyridamine 
gluconate) in each ce, 

Packaging: 15 cc, plastic “squeeze” bottle, box of 1. 


h 


Meraeton,* brand of corticoid -antibi ine ¢ 


pound; Mericonten,” brand of prednisone; 
brand of prednisolone; Curon-Tameron,® brand of chlorprophenpyridamine 
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NOW AVAILABLE.... 
to overcome specific 


infections that do 


not respond to any 


other 


antibiotie.... 
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ADVERTISING SECTION 


ODAY’sS resistant pathogens are the tough survivors of 
ik dozen widely-used antibiotics. Certain organisms, 
notably Staphylococcus aureus* and susceptible strains of 
Proteus vulgaris, produce infections which have been re- 
sistant to a// clinically useful antibiotics, 

To augment your armamentarium against these resistant 
infections, ‘CarHomycin’ (Novobiocin, Merck), derived 
from an organism recently discovered and isolated in the 
Merck Sharp & Dohme Research Laboratories,' is now 
available. 

SPECTRUM —‘Catuomycin’ has also been shown 
to be active against other organisms including—D. pneu- 
moniae, N. intracellularis, S. pyogenes, 8. viridans and H. 
pertussis, but clinical evidence must be further evaluated 
before ‘Caruomycin’ can be recommended for these patho- 
gens. 

ACTION—‘CatHomycin’ in optimum concentration is bac- 
tericidal, Cross-resistance with other antibiotics has not 
been observed.’ 

TOLERANCE—‘Caruomycin’ is generally well tolerated by 
most patients, 10.11 


CATHOMYCI 


(Crystalline Sodium Novobiocin, Merck) SODIUM 


ABSORPTION ‘Caruomycin’ is readily absorbed, and 
oral dosage produces significant blood and tissue levels 
which persist for at least 12 hours.’ 

INDICATIONS: Clinically ‘CarHomycin’ has proved effective 
for cellulitis, carbuncles, skin abscesses, wounds, felons, 
paronychiae, varicose ulcer, pyogenic dermatoses, septi- 
cemia, bacteremia, pneumonia and enteritis due to Staphy- 
lococcus and infections caused by susceptible strains of 
Proteus vulgaris.®7-8.910.11.12,1814 Algo. it is of particular 
value as an adjunct in surgery since staphylococcic infec- 
tions seem prone to complicate postoperative courses. 
DOSAGE: Four capsules (one gram) initially and then two 
capsules (500 mg.) twice daily. 

SUPPLIED: ‘Carnomycin’ Sodium (Crystalline Sodium 
Novobiocin, Merck) in capsules of 250 mg., bottles of 16, 
“CATHOMYCIN’ is a trademark of Merck & Co., Inc. 


REFERENCES; |. Wallick, H , Harris, D.A., Reagan, M.A., Ruger, M., and Woodruff, H_B., 

Antibiotics Annual, 1955-1956, New York, Medical Encyclopedia, Ine. 
1956, pg. A 

2. Frost, , Vahant, ME, McClelland, L., Solotorovsky, M., and 
Cuckler, A.C., Antibiotics Anmeal, 1955-1956, pe. 918 

3. Verwey, W.F., Miller, AK, and West, Antibicths Annual 
1955-1956, pg 924 

4. Kempe, C ti , Calif. Med., 64.242, (April) 1956 

5. Semon, H.J., McCune, R.M_, Dineen, P_A.P., Rogers, Antib. Med, 
2:205, (April) 1956 


6. Lubash, G., Van Der , Hernesen, C., Tompsert, Antid 
Med., 2-233, (Apnil) 19 8 
7. Lin, F.-K., Cornell, 2.268, (April) 1956 
Wed, 2.277, (Apnil) 1956 


8. Limson, B.M., Romansky, N.J., 
9. Morton, R.F., Prigot, A, Maynard, A. de L., Ansib. Med., 2:282, (Apeil) 

1956 HME 
10. Nichols, R.L., Finland, M., Antidb Med , 2-241, (April) 1956 MERCK SHARP & OO 
Il. Mullins, J.F., Wilson, C.J, Ansid. Med., 2-201, (April) 1956 SIVISION OF CO., 
12. David, N.A., Burgner, Antid. Med , 2.219, (April) 1956 PHILADELPHIA PA 
13. Maran, W.J., Hedman, F.R., Nichols, Wellman, W.E., and Geraci, 
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an important 
first step 

in the care 
of the 
infant’s skin 


No other product is more effective in healing the baby’s 
skin and keeping it clear, smooth, supple, and free from 

diaper rash e dermatitis e intertrigo 
heat rash e chafing e irritation e excoriation 


Soothing, protective, healing’ Desitin Ointment — rich in cod 
liver oil — is the most widely used ethical specialty for the over-all 
care of the infant’s skin, 


May we send samples and literature? 


DESITIN CHEMICAL COMPANY, Providence, R. I. 


1. Grayzel, H.G., Heimer, C.B., and Grayzel, R. W.: New York St. J. Med. 53:2233, 1953. 2. Heimer, 


Tubes of 1 oz., 


C. B., Grayzel, H. G., and Kramer, B.: Archives of Pediatrics 68:382, 1951. 3. Behrman, H. T., 
Combes, F. C., Bobroff, A., and Leviticus, R.; Ind. Med. & Surgery 18:512, 1949. 4, Sobel, 2 02., 4 02., and 
A. E. Scientific Exhibit, A.M.A, Meet, 1955. 5, Marks, M, M.: Missouri Med, 52:187, 1955. 1 Ib, jars, 
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ADVE RTISING SECTION 


PATIENTS IN FAILURE NEED AN ORGANOMERCURIAL 


Certain diuretics are apt to mask the gradual onset of severe failure because they 
are effective only in the milder ambulatory cardiacs. The recurrent accumulation of 
fluid permitted by intermittent or arbitrarily limited dosage must eventually pro- 
gress to more severe decompensation. 


Because they can control any grade of failure, the organomercurials improve prog- 


nosis and prolong life. 
TABLET 


NEOHYDRIN 


BRAND OF CHLORMERODRIN (16 OF CHLOMOMERCUR) METHOXY PROPYLUREA 
COVUIVALENT TO 10 MG. OF MERCURY EACH TABLET) 


a standard for initial control of severe failure 
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RESEARC! / 
quauty 


Because the psyche plays an important 
role in many conditions, the emotion- 
quieting and tranquilizing effects of 
‘Sandril’ have unusually broad applica- 


tions. 


... in hypertension 

‘Sandril’ alone is frequently adequate. 
In severe, fixed hypertension, ‘Sandril’ 
is an important adjunct to additional 
hypotensors, such as ‘Provell Maleate’ 
(Protoveratrine A and B Maleates, Lilly). 


in psychoneuroses 


Relieves anxiety, apprehension, hyperex- 


(RESERPINE, LILLY) 


citability, insomnia, and neurotic drives. 


. . in geriatrics 
Reduces anxiety due to environmental 
stress, insomnia, and nervousness. 


. . in gynecologic conditions 
Controls apprehension and irritability in 
premenstrual tension, nervousness and 
anxiety in menopause. 


Supplied as tablets of 0.1, 0.25, 1, and 5 mg.; 
elixir containing 0.25 mg. per 5 cc.; and 
10-ce, rubber-stoppered ampoules, 2.5 and 


5 mg. per ce, 
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ZINC METABOLISM IN HEPATIC DYSFUNCTION* 


Number 9 


I. Serum Zinc Concentrations in Laénnec’s Cirrhosis and Their Validation 
by Sequential Analysis 


Bert L. M.D.,f Warren E. C. Wacker, M.D.,t Antuony F. Barruotomay,§ 


HE presence of zinc in living organisms and its 
essentiality as a nutrient for plants and animals 
have been recognized for many years.'** 

Normal persons take in about 10 to 15 mg. of zinc 
a day, most of it being excreted in the feces, which 
contain about 10 mg. a day; about 300 or 400 mi- 
crogm. a day is excreted in the urine.’ Most human 
organs contain zinc, the amounts in different organs 
varying between 10 and 200 microgm. per gram of 
wet tissue.* The serum zinc concentration has been 
reported to be decreased in several diseases, notably 
pernicious anemia.° 

The first specific biochemical role of zinc was dem- 
onstrated in 1940 by Keilin and Mann,° who showed 
it to be present in the enzyme carbonic anhydrase ; 
the function of zinc in metabolism has been viewed 
largely in. this light. 

During the last two years it has been demonstrated 
that carboxypeptidase of beef pancreas and several 
pyridine nucleotide dependent dehydrogenases, alco- 
hol dehydrogenase of yeast, alcohol dehydrogenase of 
liver, glutamic dehydrogenase of beef liver and lactic 
dehydrogenase of rabbit muscle are zinc metallo- 


enzymes.""** 


and the Medical Clinic, 


*From the Biophysics Research Laborato 
School and Peter Bent 


Department of Medicine, Harvard Medica 


Hospital. 


supported by grants-in-aid from the Lasdon Foundation, the Milton 


Fund of Harvard Medical School and the Howard Hughes Medical 
Institute. 
tAssistant professor of medicine, Harvard Medical School; senior 


associate in medicine, Peter Bent Brigham Hospital; research associate, 
Massachusetts Institute of Technology. 

tResearch fellow, Harvard Medical School; junior associate in medi- 
cine, Peter Bent Brigham Hospital; fellow of the National Foundation 
for Infantile Paralysis. 

§Research feilow in biostatistics, Harvard School of Public Health; 
member, Associate Staff in edicine, Peter Bent Brigham Hospital 
fellow of the Rockefeller Foundation in Mathematical Biology 

(Instructor in medicine, Harvard Medical School; junior associate, 
Peter Bent Brigham Hospital. 


AND Eucene D. Rosin, M.D.{ 


BOSTON 


Zinc, therefore, occupies a salient place in the 
enzymatic chain of cellular respiration and in the 
elimination of carbon dioxide from the cell. 
The human liver contains 50 to 60 microgm 
gram of wet tissue.*® Alcohol dehydrogenase 
glutamic dehydrogenase, both zinc enzymes, are crys- 
For this reason, it was decided 


per 
and 


tallized from liver. 
to investigate the metabolism of this metal in patients 
with liver disease. 

The present study compares the serum zinc levels 
of normal persons and patients with severe and mild 
Laénnec cirrhosis. A hypothesis that significant 
differences between the three groups exist was 
tested. The current methods for testing hypotheses 
statistically are of an a posteriori nature. An a priori 
method that has arisen from the fields of quality 
control and wartime operations research is described 
by Wald.*® In the present paper a special form of his 
method, “the sequential probability ratio test,”'"" 
has been applied for the first time to the solution of 
this type of biologic problem. The data 
demonstrate that the serum zinc concentrations in 
patients with severe Laénnec cirrhosis are markedly 
decreased. 


present 


MATERIALS AND Mernops 


Duplicate zinc analyses were performed on 2-ml. 
aliquots of serum obtained from venous blood. The 
blood samples were obtained without regard to the 
fasting state. Blood was drawn acid-cleaned 
sterile syringes through special stainless-steel needles| 
transferred to an acid- 


into 


to avoid contamination, 
cleaned, dried Pyrex centrifuge tube and allowed to 
clot... The serum was obtained by centrifugation 
within an hour of collection, decanted and stored in 


||Available from Sonco, Hyde Park, Massachusetts 
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polyethylene tubes at 4°C. Contamination was not 
encountered. 

The procedure for the analysis of zinc has been 
described,” All spectrophotometry was performed 
with the Beckman Model DU spectrophotometer 

Eight normal females and 32 normal males served 
as controls. Their ages ranged from twenty to fifty- 
one years, Thirty-three patients with Laénnec’s cir- 


Fioure 1, Frequency Distributions of Serum Zinc in 40 
Normal Persons and 25 Patients with Severe Cirrhosis 

t ] standard deviation is indicated for each 


group 


The mean 


rhosis, 7 females and 26 males, represented the ex- 
perimental group. ‘Their ages ranged from twenty- 
nine to eighty-two years. A history of alcoholism or 
poor diet was regarded as prerequisite to the diag- 
nosis of Laénnec’s the whole 
studied, The diagnosis was established by biopsy in 


cirrhosis in group 


3 cases and by autopsy in 3. ‘The group was further 
subdivided into “mild” and “severe” types of cirrhosis 
For the purpose of this study, “severe” cirrhosis was 
defined as existent in patients who had the unques- 
tionable signs of hepatic insufficiency, such as jaun- 
dice, fetor hepaticus, ascites, splenomegaly, esophageal 
varices, spider angiomas, loss of body hair, gyneco- 
mastia and hepatic coma, A total of 25 patients 

22 males and 3 females fell into this group 
Four males and 4 females considered to have 
“mild” cirrhosis presented a distinct history of alco- 
holism but had only minimal, though definite, changes 
and laboratory findings, such as hepatomegaly, tran- 
sient jaundice and bromsulfalein retention below 22 
per cent, This classification was carried out by an 


unbiased observer who had no knowledge of the 


serum zine levels of these patients 


STATISTICAL CONSIDERATIONS AND PROCEDURE 


The sequential analytical method that guided the 
course of this study defines strict limits on the allowed 
In ad- 


probability of making an erroneous decision 
vance of the experiment, these limits are imposed on 
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and incorporated into the construction of a graphical 
complex, which consists of an acceptance line, a, , 
and a rejection line, r,, which delineate three mutu- 
ally exclusive regions: the region of acceptance; the 
region of rejection; and the region of indifference. 
The calculations and mechanics of the procedure 
have been described*’ and need not be restated here, 
though a brief summary is given. 

After each experimental observation starting with 
the first, the sum of this and all previous observations 
is formed, mathematically transformed into the co- 
ordinates of the complex and plotted. Successive 
points are joined to form a sequential curve repre- 
senting all observations. The premises of this test 
state that no decision can be made as long as this 
curve pursues a path within the region of indifference. 
But the very first time that the sequential curve 
crosses over into one of the other two regions, the 
plot indicates that a conclusion has been reached 
The decision to accept or reject the initial hypothesis 
is made, and the experiment is thereby terminated. 
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NUMBER OF OBSERVATIONS 


Sequential Probability Ratio Test Applied to the 
Patients with “Severe” Cirrhosis. 


Figure 


The hypothesis that the serum zine concentrations in these 

patients is less than 82 microgm, per 100 ml. was proved 

after 9 observations — valid in 99 out of 100 cases. The 
procedure is explained in the text. 


Resuts 


Eight successive zinc determinations performed on 
| subject resulted in a mean* X, of 108 + 10 microgm 
per 100 ml. The distribution of the average values 
from duplicate zinc determinations on the serums of 
40 normal persons are shown in Figure 1. The mean, 
Xn 120 + 19 microgm. per 100 ml., includes the 
biologic and the methodologic variation. Two stand- 
ard deviations from the mean extend from 82 to 158 
microgm. per 100 ml. A x’ test showed this to be a 
normal Gaussian distribution, as expected for a bio- 
logic sample of this type. Age, sex, food intake and 
diurnal variations were not found to be significant 
variables. 


*All data are given as the mean x + | standard deviation from the 
mean 
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Figure 1 shows a histogram for duplicate deter- 
minations of 25 patients of the severely cirrhotic 
group, plotted in a manner similar to those of the 
normal group. The mean is X. = 66 + 19 microgm. 
per 100 ml. The distribution is normal, as shown by 
the y* test, although the mean is displaced far to the 
left, being almost half that of the normal population. 
The standard deviation is identical with that observed 
for the normal group. 

The sequential probability ratio test indicated, 
after only nine observations, that the mean of the 
group with severe cirrhosis would fall below 82 mi- 
crogm. per 100 ml. (Fig. 2). The histogram of Figure 
1, based on 25 rather than 9 patients, shows clearly 
that the prediction of the test was borne out by sub- 
sequent results. 

The patients classified as having “mild” cirrhosis 
had a mean serum zinc concentration X,, ~ 87.8 + 20 
microgm. per 100 ml. of serum. The mean of this 
group is lower than that of the normal group and 
the distribution is distinctly shifted to lower values, 
though the standard deviation is nearly identical; it 
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NUMBER OF OBSERVATIONS 

Ficure 3. Sequential Probability Ratio Test Applied to the 
Patients with “Mild” Cirrhosis. 
The hypothesis that the serum zinc concentrations in these 
cases is less than 101 microgm. per 100 ml. was not proved 
for 99 out of 100 cases but is valid for less stringent limits 
of confidence: 93 patients out of 100 could be expected to 
have serum zine levels under 101 microgm. per 100 ml. For 
better statistical proof, more data are needed. The procedure 
is explained in the text. 


cannot be stated, however, that the statistical-signifi- 
cance level of this difference is sufficiently high. The 
sequential probability ratio test postulate of Figure 
3 hypothesized that the mean of this group would 
fall below 101 microgm. per 100 ml. and would de- 
note a difference from the normal group, which is 
significant at the 99 per cent level. Figure 3 indicates 
that more data are needed to ascertain this fact. ‘The 
pertinent clinical and laboratory data on both groups 
are shown in Table 1. 

Figure 4, giving the serum zinc concentration and 
the clinical course of 2 patients with severe cirrhosis, 
is representative of those who improved under obser- 
vation. Both entered the hospital after prolonged 


ZINC METABOLISM 


-~VALLEE ET AL 405 


alcoholic bouts. Case 23 presented jaundice and 
vomiting, and Case 11 vomiting and delirium tremens 
as the chief complaints. During the two weeks in 
the hospital and after therapy with vitamins and a 
high-calorie, high-carbohydrate diet, both showed 
marked clinical improvement. The serum zine con- 
centration, low at the time of admission, progres- 
sively rose to higher levels concomitant with the 
patients’ improvement. 


Discussion 


The serum zine concentrations and the statistical 
data obtained agree well with those reported by 
Vikbladh,® who, using a similar procedure, found it 
to be 124 + 16 microgm. per 100 ml. The observa- 
tions on patients with cirrhosis indicate a distinct and 
significant decrease in serum zinc concentrations in 
this disease. 

The classification of patients presented the prob- 
lem of correlating a single, quantitative parameter, 
zinc, with the complex, qualitative pattern of a dis- 
ease. The clinical data and the measurements of 
serum zine were therefore grouped independently 
and by different observers to ascertain whether the 
low serum metal concentrations could be related to 
advanced disease. Since no single feature of Laén- 
nec’s cirrhosis can properly be thought to denote 
severe disease the combination of signs, symptoms 
and laboratory findings of unquestionable hepatic 
insufficiency were judged jointly. Patients with only 
minimal findings of hepatic insufficiency were elimi- 
nated from the group with severe cirrhosis 

The classification, made on the basis of relative 
serum zinc concentrations, was then correlated with 
the classification performed independently by clinical 
judgment. Figures 1 and 2 and the sequential prob- 
ability ratio test indicate that the two clinical groups 
differ in their zinc levels and show that the concen- 
tration is much higher in those who were “mildly” 
ill. 

This difference was further borne out by the se- 
quential probability ratio test, which applied to the 
severely ill group tested the hypothesis that the mean 
of this group would be less than 62 microgm. per 
100 ml. of serum, which is more than two standard 
deviations lower than the normal mean. Figure 2 
shows that this hypothesis was proved at the 99 per 
cent level after 9 observations. The “mildly” ill 
patients, however, were assumed to have a mean less 
than 101 microgm. per 100 ml.——that is, one standard 
deviation lower than the normal mean. ‘This hypoth- 
esis was not borne out at the 99 per cent level of 
significance after 8 observations. Though a trend in 
this direction is apparent, many more observations 
would be required to bear out this premise. This af- 
firms the significance and validity of the classification 

The data presented indicate that the serum zinc 
concentration is decreased in Laénnec’s cirrhosis. The 
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degree of lowering correlates with the severity of the - low at the time of admission — subsequently rose 
hepatic dysfunction in these patients. The lowest to higher levels concomitantly with clinical improve- 
serum zinc level of 20 microgm. per 100 ml. obtained ment, further indicating that the serum zinc con- 
in this study was measured in a patient (Case 31) centration may be a function of the severity of the 
who was in deep and fatal hepatic coma (Table 1). disease. 


Taste 1, Physical Findings, Bromsulfalein Retention and Serum Zinc Concentration of 32 Patients with Laénnec’s 
Cirrhosis 


Case Patient f Jaun- Spier Ascires Spieno- Coma Vanices Beuom- Serum Tyre or Comment 
No Anat- MEGALY SUL Zinc Disease 
OMAS FALEIN CONCEN- 
RETEN- TRATION 
TION 


% micro- 
gm./100 
ml. 

Absent Absent Absent Absent 2 100 Mild Diagnosis con- 
firmed at post- 
mortem ex- 
amination 

Present Absent Present Absent Absent Absent Mild 
Absent Absent Absent Absent Absent Absent Mild 
Absent Absent Absent Absent Absent Absent Mild 
Absent Present Absent Absent Absent Absent Mild 


Absent Absent Absent Absent Absent Absent é Mild 


© 


Absent Absent Present Absent Absent Absent 2 Mild Ascites due to 
congestive 
heart failure 

Present Present Present Present Absent Present y Severe 

Present Present Present Present Absent Not looked for Severe 

Present Present Absent Present Absent Absent Severe 


Present Present Absent Absent Absent Not looked for : . Severe 


Present Present Absent Present Absent Present Severe 


M 
M 
M 
M 
M 
M 


Present Present Present Present Present Present Severe 
Present Present Absent Present Absent Not looked for Severe 
Present Present Present Present Absent Present y Severe 
Present Present Absent Absent Absent Not looked for Severe 
Absent Present Absent Present Absent Present Severe 
Present Present Absent Present Absent Not looked for Severe 
Present Present Absent Absent Absent Not looked for y Severe 
Present Present Present Absent Absent Present Severe 


Absent Present Absent Absent Absent Absent Severe 


= 


Present Present Absent Present Present Not looked for Severe 
Present Present Absent Present Absent Present Severe 
Present Present Absent Absent Absent Not looked for Severe 
Present Present Present Present Present Present Severe 
PLR Present Absent Absent Present Present Not looked for Severe 
j.c 


Present Present Absent Absent Present Present Severe 


Present Present Present Present Present Present Severe 


ES 


Present Present Absent Present Present Absent Severe 


Present Present Present Present Present Present Severe 


A.A 
M.M 


Present Present Present Present Present Present y Severe 


= 


Present Present Absent Absent Absent Present Severe 


*Test not done 


These facts are illustrated by the data obtained on The lowered serum zinc levels seemed to bear a 
the 2 patients (Fig. 4) who were under continuous relation to bromsulfalein retention in these patients, 
observation and whose clinical status could be as- though this relation was not found to prevail in cases 
sessed accurately, Their serum zinc concentrations of liver disease other than cirrhosis. No direct cor- 
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relation between the lowered serum zinc concentra- 
tion and other tests of hepatic function in common 
use was demonstrable. Actually, the over-all clinical 
judgment appeared to be a better gauge for correla- 
tion with serum zinc concentration than the thymol 
turbidity, serum bilirubin, serum alkaline phosphatase, 
albumin-globulin ratio and prothrombin time. 

It appears at present that the lowered serum zinc 
is peculiar to patients with Laénnec’s cirrhosis in con- 
tradistinction to other types of liver disease. Deter- 
minations on the serums of 8 patients with infectious 
hepatitis gave a mean serum zinc concentration of 
107 + 25.4 microgm. per 100 ml. The range was 73 
to 165 microgm. per 100 ml. This series is small, but 
the difference from the normal control group is 
not striking. 
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DAYS AFTER ADMISSION 
Ficure 4. Serum Zinc Concentrations of 2 Patients with 
Severe Cirrhosis (Case 11 and Case 23, Table 1) 


Both patients improved markedly under observation. The 

serum zine concentrations are plotted as a function of time, 

and the normal range is indicated by crosshatching. The 

pertinent clinical changes are charted, These patients were 

treated with a high-calorie, high-vitamin regimen. They 
were given no additional zinc supplements 


The cause of the depression in serum zinc is not 
apparent. Little is kngwn concerning the structural 
association of zinc in human serum and its physiologic 
control. Vikbladh® has studied the problem and re- 
ports the presence of two moieties of serum zinc: a 
loosely bound, dialyzable form, which constitutes 60 
per cent of the total serum zinc; and a firmly bound, 
nondialyzable form, which comprises the remaining 
40 per cent. Her data indicate that the decrease in 
serum zinc concentrations in the patients studied took 
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place at the expense of the loosely bound moiety. The 
experimental basis for these conclusions are open to 
serious question, however. 

In view of the presence of zinc in alcohol dehydro- 
genase, glutamic dehydrogenase, carbonic anhydrase 
and lactic and malic dehydrogenase, serum samples 
were assayed for these enzyme activities. Only lactic 
and malic dehydrogenase activities were found, and 
both were increased in all patients with liver disease 

The differentiation of “normal” and “abnormal”’ 
groups is a universal problem of clinical investigation. 
No adequate scheme for the unequivocal acceptance 
or rejection of hypotheses has been available. More- 
over, the number of observations in the experiment 
has usually been arbitrary, since statistical decisions 
are reached after the termination of the experiment. 

This study represents a departure from conven- 
tional design and interpretation by the introduction 
of sequential analysis into a problem of clinical in- 
vestigation, as part of the experimental procedure. 
This technic regulates the collection of a statistically 
sufficient number of observations in an efficient man- 
ner, simultaneously indicating the conclusion of the 
experiment. As shown by Wald’® the test unequivo- 
cally settles the validity or lack thereof of the hy- 
pothesis under scrutiny at any desired level of signifi- 
cance, If the experiment must be terminated before 
a very stringent hypothesis is fulfilled, the statistical 
test parameters may be readjusted to make a decision 
at whatever level of significance is maximally possible 
for the observations recorded up to that point. 

Sequential analysis requires a concise statement of 
the problem before experimentation in a form that 
is both clinically and statistically meaningful. This 
is well illustrated by the preceding results, which 
showed that severe cirrhosis is characterized by a 
mean zinc serum concentration differing from the 
normal mean by at least two normal standard devia- 
tions. Furthermore, continuation of the experiment 
upheld the conclusions reached by sequential analysis 
The mean value in “mild” cirrhosis may differ from 
the normal value by at least one standard deviation. 
Although this hypothesis is not accepted at the 99 
per cent level of significance, the results so far ac- 
cumulated would accept it at about the 93 per cent 
level. The experiment was continued to give this 
tentative hypothesis as much statistical weight as 
that advanced about severe cirrhosis. 

The presence of zinc in aleohol and glutamic dehy- 
drogenases of liver, as well. as the decrease in serum 
zinc concentration in Laénnec’s cirrhosis, raises ques- 
tions concerning the possible relations between these 
pathometabolic observations and the disease. The 
close association of the intake of ethanol to the cir- 
rhotic process has long been the subject of hypothesis 
and study.*° The alcohol dehydrogenase of liver is 
responsible in large measure for the oxidation of 
ethanol, and the integrity of the enzyme may thus 
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be cardinal to the preservation of homeostatic hepatic 
mechanisms. Glutamic dehydrogenase catalyzes the 
release of ammonia from glutamic acid, which is 
thereby transformed to alpha-ketoglutaric acid. Ex- 
cessive accummulation of ammonia is thought by 
some to have a significant and possibly causal relation 
to the pathologic physiology and biochemistry of the 
terminal stages of liver disease and hepatic coma.”’ 
There is, at present, no experimental evidence that 
the low serum zinc concentration in cirrhosis reflects 
a change in the synthesis, degradation, meta! content 
or specific activity of these two or other pyridine de- 
pendent metallodehydrogenases of liver, The expan- 
sion of these speculative thoughts should lead to the 
establishment of hypotheses in forms that can be 
tested by further experimentation. 

The data reported here do not allow any extended 
conclusion concerning the relation of zinc metabolism 
to Laénnec’s cirrhosis. Zinc, however, is a biologically 
active substance, and the significance of the depres- 
sion in serum zinc in this disease may yet be revealed 
in the light of the biochemical functions of this metal. 


SUMMARY 


The discovery of several zinc dehydrogenases in 
liver led to the study of zinc metabolism in cirrhosis. 
Serum zinc concentrations were lowered significantly 
in patients with cirrhosis of the liver. The concentra- 
tions of zinc found bore a relation to the severity of 
the disease and its fluctuating course. A group of 28 
patients with the stigmas of advanced cirrhosis had 
a serum zinc concentration of 66 + 19 microgm., as 
compared to 120 + 19 microgm. per 100 mil. for a 


normal group 
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The sequential probability ratio test was incorpo- 
rated into the experimental design and was found to 
be an important innovation in validation of clinical 
investigative data. 


We are indebted to Miss Lois W. Hersum for technical 
assistance 


REFERENCES 


1. Lechartier, G., and Bellamy, 
corps des animaux et dans {es végétaux. Compt 
84-687-690, 1877. 

Todd, W Elvehjem, C. A., and Hart, E. B. 
. Physiol. 107: 146- 156, 1934. 
and Widdowson, M. Absorption and excretion 
J. 36:692-6%6, i942. 
B. L. Metabolic role of zinc. J.A.M.A. (in 
Scandinav. J. 


F. Sur la présence du zine dans & 
rend. Acad. 


Zinc in nutrition 


ress). 
Studies on zinc in blood. clin. @ Lab 
Javest 3/(Supp 2):1-74, 1951. 

Keilin, D., and Mann, T. Carbonic anhydrase: 
nature of enzyme, Biochem. J. 34:1163-1176, 1940. 
Vallee, B. L., and Neurath, H, Carboxy reptidase, zinc metallo- 
protein . Am. Chem. Sac. 76:5006, 1954. 
Idem Carboxypeptidase, zinc metalloenzyme. J. Biol. Chem 
217: 253-261, 1955. 

Valice, B. L , and F. L. Yeast zine 
metalloenzyme, J. Am. Chem. Soc. 77:1 

Idem. Zinc, component of yeast Proc. Nat 
Acad. Sc, 41:327-338, 1955. 

Hoch, F. L., and Vallee, B. L. Kinetic studies on role of zinc 
and diphosphopyridine nucleotide in activity of yeast alcohol de- 
hydrogenase. J. Biol. Chem. 221:491-500, 1956. 

Vallee, B. L., and Hoch, F. L. Zine, component, of alcohol de- 
hydrogenase of horse liver. Federation Proc, 15:61 1956. 

Vallee, B. L., Adelstein, 8. J., and Olsen, J. A. G wi. dehydro- 
enase cf beef liver, zinc metalloenzyme. J. Am. Chem. Soc. 77 


1196, 1955. 
Vallee, B. L., and Wacker, W. E. C. Zinc, component of rabbit- 
. Am. Chem. Soc, 78:1771, 1956. 


muscle lactic dehydrogenase. 
Zinc in mammalian organism, 


Vallee, B. L., and Altschule, 
anhydrase. Physiol. Rev 


with particular, reference to carbonic 
29: 371 
Wald a” Daas Analysis. (Wiley Mathematical Statistics 
Series. ) 212 pp. New York: Wiley, 1947. 

tartholomay, A. F. Unpublished data. 

Idem Sequential probability ratio test, new statistical procedure 
for clinical investigation: its validation in study of serum zine con- 
centrations in Laénnec’s cirrhosis. J. Clin. 35: 688 


L., and Vallee, B. L. Precipitation by trichloroacetic 
acid as simplification in determination of zinc in blood and its 
components, J. Biol, Chem. 181:295-306, 1949 
Klatskin, G. Role of ae in pathogenesis of cirrhosis (Alpha 
Omega Alpha Lecture). ale J. Biol. @ Med. 26:23-37 1953 
Bessman, 5. P. Ammonia animals. In A 
on Inorganic Nitrogen Metabolism: Function of metallo-flavopro- 
teins, Edited by W. D. Mck ’ sod B. Glass. 728 pp. Baltimore 
Johns Hopkins Press, 1956, Pp. 4 39 


purification and 


HISTOPLASMOSIS* 


Unraveling the Panamanian Puzzle 
M.D.+ 


J. Wintrurop Perasopy, Jr., 


WASHINGTON, D. C. 


ALF a century has elapsed since Darling,’ in 

December, 1905, encountered what is now recog- 
nized as the first recorded case of histoplasmosis. 
Stimulated by the contemporaneous reports two years 
earlier by Leishman and Donovan on the etiology of 
kala-azar, and more immediately by Sir Patrick Man- 
son's suggestion (1905) that kala-azar or some analo- 
gous disease might exist in America, Darling instituted 
a careful search for kala-azar in Panama. After an 


*From the Medical Service, National Naval Medical Center, Bethesda, 


Maryland 

tInstructor in thoracic surgery, Georgetown University School of 
Medicine; formerly, member, Bostennens of Thoracic Surgery, United 
States Naval Hospital, Bethesda, Maryland 


intensive microscopical study of smears from the 
spleen, liver and rib marrow of all patients with 
splenomegaly examined at autopsy, he found 3 pa- 
tients who had died of a disease bearing a close resem- 
blance to kala-azar except for the atypical appearance 
of the organisms.*** ‘Though recognizing this as a new 
pathologic entity, he misinterpreted the Leishmania- 
like organisms and reticuloendothelial involvement as 
evidence of a tropical disease of protozoan origin, an 
error perpetuated by his choice of the term Histo- 
plasma. Setting the pattern for later writers, he con- 
cluded that this was indeed a rare and invariably 
fatal disease. With complete naiveté he even proposed 
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that rapidly improving sanitation in the Canal Zone 
accounted for the apparent disappearance of any com- 
parable infections in his subsequent investigations. 

For years Darling’s work evoked little if any interest 
outside the tropics, but once other cases began to ap- 
pear, it immediately became obvious that histoplas- 
mosis was not confined within any strict geographic 
bounds. One by one the rest of Darling’s postulates 
were refuted, even to the extent of proof that the term 
capsulatum was a misnomer, the apparent capsule 
being an artifact. Concerning its supposed rarity, 
years ago one could hardly contest the issue in the face 
of a twenty-year hiatus between Darling’s discovery 
and the next case report,*’ and of an additional ten- 
year wait before the organism was cultured and its 
identity as a fungus established.” It was with re- 
markable foresight, therefore, that DeMonbreun'® 
predicted that “the disease is more common than is 
generally supposed, possibly because . . . [it] may 
occur in a relatively mild or non-fatal form and not 
be recognized.” ‘This proved to be precisely true. 
Mild forms of histoplasmosis are now known to be 
commonplace, and recovery is not the exception but 
the rule. Yet amid incontestable proof of its preva- 
lence and world-wide distribution the anomalous fact 
stands out that Panama, the site of Darling’s dis- 
covery, has been conspicuously devoid of further evi- 
dence of the disease. Only in very recent years has 
any clue been furnished to the solution of this puzzling 
paradox. 

Thus, although Darling’s 3 cases were encountered 
within the space of eight months, it was forty years 
before another case was reported from Panama 
(1945), and that involved a dog."' Even so, there is 
reason to believe that the dearth of histoplasmosis in 
Panama is more apparent than real. Tucker,'*'® for 
example, conducted elaborate skin-testing surveys in- 
dicating a high sensitivity to histoplasmin (39 per 
cent) among nonwhite Panamanian patients, the 
same group showing pulmonary calcifications as often 
as tuberculin-positive persons. In other words the 
situation was no different from that in other regions 
where histoplasmosis has been shown to be endemic. 
As Tucker stressed, these data did not in themselves 
prove the existence of histoplasmosis in Panama but 
certainly suggested that a continued search might 
prove productive.’* Shortly after completion of his 
study his suspicions were borne out by the prompt 
discovery of the fourth case of histoplasmosis in Pana- 
ma, a fatal case in a three-month-old infant.’**" Two 
other fatal cases have been alluded to but not re- 
ported,?? 

So far as nonfatal histoplasmosis is concerned, the 
first and only proved case from Panama has been 
recorded by Zimmerman.’’ Interestingly enough, the 
lesion, a solitary pulmonary granuloma, had been ob- 
tained in 1931 as an incidental finding at autopsy on 
a four-year-old Panamanian child who had died of 
malaria. With the use of special staining technics 
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popularized by Puckett'* and others'*** this “tuber- 
culoma” was found to contain innumerable histo- 
plasma that were invisible in routine tissue sections 
stained with hematoxylin and eosin. As Zimmerman 
pointed out, this case partially fills the long gap from 
1906 to 1945, when no new cases of histoplasmosis 
had been reported from Panama 

Final unequivocal proof of the endemic nature of 
histoplasmosis in Panama has been provided by 
Ajello’s** isolation of Histoplasma capsulatum from 
soil beneath a chicken roost in La Campana, Panama 
By means of membrane filters** he was able to dem- 
onstrate typical macroconidia (so-called tuberculate 
chlamydospores) in the same specimen of soil. I am 
not surprised, therefore, at finding a fatal case of 
histoplasmosis contracted in Panama. What is re- 
markable is that this is the first case of disseminated 
histoplasmosis in an adult reported from Panama 
since Darling’s classic studies fifty years ago. 


Case Report 


J.T.H., a 29-year-old Navy enlisted man, was admitted 
to the United States Naval Hospital, Bethesda, Maryland 
on July 23, 1955, in transfer from the Panama Canal Zone, 
where he had been stationed for the preceding 20 months 
He had been in apparent good health until late May, 1955 
when right-sided pleuritic chest pain unaccompanied by 
cough or expectoration had developed. Subsequently, the 
onset of headache, vomiting, chills and fever prompted his 
admission on June 13 to Gorgas Hospital, Ancon, Panama 
Canal Zone. Physical examination was negative on that 
admission. Except for evidence of anemia, laboratory studies 
were within normal limits. Treatment was strictly empirical 
consisting of multiple blood transfusions, penicillin, strepto- 
mycin and 250 mg. of cortisone daily. On the 5th hospital 
day a roentgenogram was reported as showing a small density 
at the right base (Fig. 1). Because of a persistent febrile 
course with daily temperature elevations to 105°F. he was 
transferred to the United States Naval Hospital, Bethesda, 
Maryland. 

The past history was of questionable significance. Two 
years earlier (in July, 1953) he had become ill, manifesting 
a purpuric rash over the lower extremities, hematuria and 
bleeding gums. A tourniquet test produced a marked pe 
techial rash within 4 minutes. The bleeding time was 
longer than 15 minutes, and the coagulation time was 2'/ 
minutes. The peripheral platelet count was consistently be 
low 20,000. The remainder of the laboratory work was 
normal. ‘The administration of ACTH was followed by 
progressive improvement in capillary fragility but no in 
crease in platelet count. Splenectomy resulted in an ap- 
parently complete recovery, whereupon the patient was 
ordered to the United States Naval Base, Rodman, Panama 
Canal Zone. 

On admission to the United States Naval Hospital in 
Bethesda physical findings were unimpressive, although he 
was obviously quite ill, A roentgenogram of the chest 
(Fig. 2) showed a circumscribed nodular density in the right- 
lower-lung field, with an associated mediastinal mass in the 
region of the azygos lymph nodes, Initial examination of 
the blood disclosed a red-cell count of 2,100,060, with a 
hemoglobin of 8.6 gm. per 100 ml, and a hematocrit of 24 
mm., and a white-cell count of 9200, with a differential 
count that was normal except for a predominance of band 
forms; a platelet count was 260,000 per cubic millimeter 
Urinalysis was negative, as were malaria smears, urinary 
porphyrins and an L.E.-cell preparation Bone-marrow 
aspiration was reported as follows: 


A granulocytic series shows normal maturation but 
marked toxicity. Erythrocytic series is increased, with 
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the majority of cells in the meta-rubricytic stage. Stippled 
cells and Howell-Jolly bodies are seen. Megakaryocytes 
but no marrow units are found 


Tuberculin and fungal skin tests were not done 

Cortisone, blood transfusions, penicillin and streptomycin 
ACTH, 40 units intravenously a day, was 
in 2-gm 


were continued 
started. Chlortetracycline and later erythromycin 
daily dosage, were later instituted, without apparent benefit 
There were daily temperature elevations to 104°F. along 
with shaking chills. Large doses of meperidine and morphine 
were required to control bone and joint pain 


Ficure 1. Posteroanterior Roentgenogram of the Chest 

Taken at Gorgas Hospital at the Onset of the Illness, Show- 

ing a Small, Circumscribed Lesion in the Right Costophrenic 

Angle Interpreted As Localized Pneumonitis 

There is also enlargement of the right hilar and 
lymph nodes 


azygos 


Several days after admission the liver became palpable and 
grew progressively larger until it ultimately extended 10 cm. 
beneath the right costa! margin, Bilateral pedal edema de- 
veloped, All this, coupled with radiographic evidence of a 
mediastinal mass, raised the question of possible lymphoma 
Nitrogen mustard (methyl bis [beta-chloroethyl] amine 
hydrochloride) therapy was instituted for a few days, but 
the patient grew worse, lapsed into coma and died on August 
5, 

At autopsy the only external feature of note was mild 
The right lung weighed 1070, and the left 


scleral icterus 
On cut sur- 


900 gm.; each appeared moderately congested 
face a mucopurulent exudate could be expressed from the 
fine bronchioles. No note was made of any special findings 
in the right lower lobe. The right tracheobronchial and sub- 
carinal lymph nodes were tremendously enlarged, having a 
pale, gelatinous appearance on sectioning (Fig. 3 

The liver was smooth and evenly enlarged, weighing 4700 
gm. The capsule was purplish and presented mottled, gray- 
ish plaques. The liver parenchyma was reddish brown and 
showed a diffuse, yellowish-gray infiltration, as did the kid- 
neys and adrenal glands. Other organs looked normal. 
There was conspicuous enlargement of the mesenteric lymph 
nodes, although not to the same extent as the tracheobron- 


chial nodes. 
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Microscopical examination of the lungs, liver, lymph 
nodes, adrenal gland, kidney and bone marrow revealed a 
similar picture. Diffusely scattered throughout all these 
organs were focal collections of large cells whose cytoplasm 
contained many round, ruddy bodies, each with a clear sur- 
rounding halo typical of H. capsulatum. Extensive vacuoli- 
zation and necrosis were present in all involved tissues along 
with an inflammatory reaction consisting mainly of lympho- 
cytes, plasma cells and eosinophils, as well as scattered 
neutrophils. The bone marrow presented an almost com- 
plete absence of hematopoietic tissue, being replaced by a 
thin, fibrous network teeming with histoplasma. Multiple 
sections through other organs, including the brain, gave no 
evidence of involvement 

Tissue sections of spleen removed at operation 2 years 
earlier were obtained and restained. There was hyperplasia 
of germinal centers, along with extramedullary hematopoi- 
esis. Associated lymph nodes were normal. Despite a con- 
certed search of periodic-acid-Schiff-stained sections no 
histoplasma could be demonstrated. On the other hand, a 
review of the bone-marrow smear obtained 3 weeks before 
death disclosed myriads of organisms 


Discussion 


Although there is no absolute proof that this pa- 
tient’s illness was contracted in Panama, there is 
ample reason to believe that it was. For the twenty 


Ficure 2. Posteroanterior Roentgenogram Taken a Month 

after Figure 1, Showing an Increase in Density of the Periph- 

eral Pulmonary Lesion, with a More Marked Increase in the 
Size of the Right Tracheobronchial Lymph Nodes. 


months before the onset of symptoms he had been sta- 
tioned there, a period far exceeding the incubation 
period for H, capsulatum but not necessarily incon- 
sistent with a latent form of the disease going on to 
delayed dissemination. Since hypersplenism is not 
rare in fatal histoplasmosis, having led on more than 
one occasion to misguided splenectomy,**** it is natu- 
ral to suspect in this case some relation between the 
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previous splenectomy and the eventual outcome. 
However, close retrospective scrutiny suggests such a 
suspicion to be unfounded, since no histoplasma could 
be demonstrated in the spleen in either Gridley or 
periodic-acid-Schiff-stained tissue sections, methods 
whereby organisms can ordinarily be demonstrated 
even in burnt-out splenic foci.*” Moreover, the roent- 
genographic findings indicate a portal of entry via 
the lungs, which in earlier x-ray films had always 
been free of disease. Therefore, it seems illogical to 
think that the patient incurred the disease before 
reaching Panama. 

To pursue the pathogenesis of this case farther, one 
would suspect from the radiographic appearance of 
the pulmonary lesion, with its tremendously enlarged 


Ficure 3. Gross Specimen at Autopsy, Demonstrating the 
Tremendously Enlarged Tracheobronchial Lymph Nodes. 


These were teeming with histoplasma, The parenchymal 
component was apparently overlooked at autopsy. 


regional lymph nodes (Fig. 2), that this represents a 
.type of disease analogous to the primary complex seen 
in pulmonary tuberculosis. Actually, for histoplasmo- 
sis to produce a lesion like this is known to be fairly 
common, but for fatal dissemination to ensue must be 
extremely rare, only a few such cases having been 
recorded Instead, primary histoplasmic infections 
almost invariably remain a localized and presumably 
innocuous process.** Nevertheless, the higher number 
of positive cultures obtained from apparently quies- 
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cent hilar and mediastinal lymph nodes of animals***® 


has established the viability of these organisms and 
indicates a need for increased awareness of possible 
dissemination from just such an endogenous focus. In 
the present case, ol course, there is no reason to sus- 
pect reactivation, since the pulmonary lesion appeared 
fresh and dissemination was undoubtedly immediate 
rather than delayed. 

After reconstruction of the evolution and course of 
the disease, it is regrettable that the diagnosis could 
not have been made before death, especially when 
many histoplasma could be seen in a post-mortem re- 
examination of the bone-marrow aspirate obtained 
earlier. Certainly, in any case of unexplained fever 
and anemia accompanied by hepatic, pulmonary and 
lymphatic involvement, one should at least think of 
histoplasmosis as a possible cause. Ever since Darling’s 
day reference is continually made to the similarity be- 
tween histoplasmosis and leishmaniasis. In fact, the 
first case of histoplasmosis ever seen in this country 

Children’s Hospital, Washington, D. C., 1922) was 

initially misdiagnosed as kala-azar and reported as 
such,***? and its true etiology not established until 
tissue sections were reviewed in 1941.°°°° From a 
practical standpoint, however, the more common mis- 
diagnosis in this country appears to be tuberculosis or, 
as in this case, lymphoma 

Even if the diagnosis had been established before 
death the outcome could hardly have been averted, 
for there is as yet no effective therapeutic agent. Per- 
haps the most promising drug to date is nystatin,*’** 
but in the light of periodic premature displays of 
enthusiasm for other agents still of questionable effec- 
tiveness (for example, the diamidines,****** ethyl 
actidione,*’ quinacrine’’”’ and MRD- 
112°*°°), special care should be taken lest every spon- 
taneous remission be deemed a therapeutic triumph 

Here, at least, another unanswered question re- 
mains. ‘Throughout most of his hospital stay at both 
Gorgas and Bethesda Naval hospitals the patient had 
been maintained on substantial doses of steroids. How 
much, if any, did this contribute to the dissemination 
and speedy termination of this case? In 1953 Shull®® 
mentioned observations on 3 cases in human beings at 
Vanderbilt University School of Medicine suggesting 
that steroids might actually be harmful. In the same 
year a case of rapidly fatal histoplasmosis complicating 
a case of cortisone-treated exfoliative dermatitis was 
reported.*’ There seemed little doubt after experi- 
ments by the Ohio State group” that cortisone-treated 
dogs manifested fatal histoplasmosis soon after tra- 
cheal inoculation of mycelia, whereas untreated dogs 
did not. More recently, a case has been cited in which 
cortisone was thought to have contributed consider- 
ably to the clearing of acute pulmonary histoplasmosis, 
although possibly contributing to subseque nt dissemi- 
nation.** The same group, after investigating the 
effect of cortisone on histoplasmosis in the guinea pig, 
concluded that even though there was no appreciable 
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difference in mortality or morbidity rates of infected 


animals whether treated or untreated with cortisone, 


the 


in 
par 


suc 


parently deleterious effect of combined cortisone 


human therapeutic levels 


plasmosis several 


aw 
tra 


det 


re appeared to be evidence of wider dissemination 


receiving cortisone.” However, in a com- 
Adriano and Schwarz’ no 


Moreover, the ap- 


animals 
able study by Baum, 
h correlation was detectable 
and 
1y therapy upon several other mycoses in ani- 


Is*'”* seems to be related to dosages far exceeding 


In a recent review of histo- 
“run- 


cases were cited which a 


ay spread” followed misguided cortisone adminis- 


tion,”* prompting the authors to give a warning 
the 


nic for histoplasmosis. In the 


indiscriminate use of steroids in areas en- 


same vein others 


have commented that in a region where histoplasma is 


ene 


wit 
plasmosis may result in an increase of coexisting histo- 


plasmosis and sarcoidosis 


lemic, the prolonged use of cortisone patients 


h sarcoidosis who do not have immunity to histo- 


Although the present case was unquestionably ful- 


minating, 
nated histoplasmosis untreated by steroids 
the 


wil 
inf 
cor 


nec 


cases of dissemi- 
Moreover, 


patients 


this is hardly unusual 


prolonged administration of steroids to 
h histoplasmic Addison’s disease does not seem to 
luence unduly the progress of the disease.’ Of 


from such cases are not 


essarily significant considering that the amount of 


irse, inferences drawn 


circulating steroids is probably not excessive but in the 


ize of normal, At any rate, any blame of cortisone 


ACTH in this particular case seems unfounded, the 


clinical course and outcome being quite representative 


of 


the acute disseminated form of the disease 


SuMMARY 


The first adult case of disseminated histoplasmosis 


stu 


Panama 1s 


wh 


he reported from Panama since Darling’s classic 
In the light of this 
suspects that 


areas 


dies fifty years ago is described 


1 other recent developments one 


no different from other endemic 


ere the true prevalence of the disease was, and still 


is, long gaining recognition. 


The more interesting aspects of the case are 


dis- 


cussed with special attention to its apparent evolution 


fro 


toplasmosis 


Val 


ma small primary-complex type of pulmonary his- 
process now known to be almost in- 
iably benign and inconsequential, instead of fatal 


as in this case 
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SCLERODERMA (PROGRESSIVE SYSTEMIC SCLEROSIS) ASSOCIATED WITH 
CANCER OF THE LUNG* 


Brief Review and Report of a Case 


Sicmunpur M. Jonsson, M.D.,t AND Joserm M. Houser, 


MASSACHUSETTS 


WESTFIELD, 


S early as 1891 Dinkler' pointed out that sclero- The following case is considered to be of particu- 
derma is a systemic disease that may affect the — lar interest because of the development of cancer of 
the lung in association with scleroderma 


WESTFIELD STATE 
WESTFIELD 


Ficure 1. Appearance of the Patient, Showing the Con- 
tracted Mouth and Tight, Glossy Skin on the Hands 


Kicure 2. Roentgenogram, Showing Marked Atrophy and 


Absorption of the Phalanges and Distal Ends of Both Ulnas 
onnective tissue of many organs. Therefore, a  45°7f Diste 
sie y 8 with Calcified Plaques in the Soft Tissues (Calcinosis) 


more appropriate name would be, “progressive sys- 
temic sclerosis,” as proposed by Goetz.* This name, 
however, has not been generally adopted. 


Case Reporr 


J.Z., a 31-year-old woman, had a chest film taken in a 
community x-ray survey in November, 1951, that showed 
fine reticular strands in both lungs. For this reason she 


*From the Tuberculosis Division, Westfield State Sanatorium 
tSenior physician, Westfield State Sanatorium 
*Medical director, Westfield State Sanatorium 
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was referred to the outpatient department of the Westfield 
State Sanatorium, where she was observed periodically 
until her death. 

7 en years pre V iously pain and swelling of the 
joints of both hands, wrists and feet had developed 


small 
Later 


Roentgenogram of the Chest, Taken on Decem 
ber 14, 1951 


Ficure 


the pain and swelling gradually disappeared, and deformity 
and stifeess of the fingers and toes occurred, About 5 years 
before admission pain started in the mandibular joints, and 


Chest, Taken 


on June 


Roentgenogram of the 
2? 1952 


4. 


she noticed that the skin on her face, neck and arms was 
becoming thick and hard. An ulcer on the left external 
malleolus that healed slowly developed. Other complaints 
were dyspnea on exertion and difficulty in swallowing 


Examination showed gross deformity of both hands and feet 


Aug. 30, 1956 


The fingers were tapered and variously contracted. Both 
little fingers were short and tapered, and the distal parts 
The skin on both hands was firm, pale and waxy in 
appearance, and bound down on bony prominences (Fig. 
l There were ulcers on several knuckles, and scars on 
others. The skin on both forearms, and around the elbows, 
was dry, thick, leathery and irregularly pigmented. This 
thick skin, which appeared bound down to the atrophic 
muscles and contracted flexor tendons, limited extension of 
both elbows to 150°. The skin on the face and neck was 
similarly affected. The circumoral skin was firm and in- 
elastic, allowing very little motion of the atrophic lips (Fig 
] Red, telangiectatic spots were scattered on the face. 
The skin from the clavicles down to the ankles was not 
noticeably affected. 

The heart rate was irregular at the Ist examination only. 
An electrocardiogram at a later date was normal. The 
lungs were normal on auscultation. 


loose 


; 
licure 5. Photomicrograph, Showing the Cellular, Undif- 
ferentiated Adenocarcinoma. 


X-ray examination of the hands, wrists and feet showed 
marked trophic changes with absorption of bone and cal- 
cinosis around the wrists (Fig. 2). Other bones, including 
the spine, demonstrated no abnormality. 

sarium-swallow study showed a tortuous esophagus, with 
alternating areas of dilatation and nondistensible constric- 
tion, Passage of the barium was not significantly delayed 

Biopsy of skin from the right forearm revealed marked 
hyaline collagenization of the subcutaneous tissue and flat- 
the papillae of the epidermis consistent with 
scleroderma. A roentgenogram of the chest, taken in De- 
cember, is shown in Figure 3. 

On April 22, 1952, treatment with cortisone, 150 mg 
daily during the Ist month and 100 mg. daily thereafter, 
was started. Breathing and swallowing improved; there was 
increased use of the hands, and she was again able to 
The skin on the forearms seemed somewhat 
softer, and motion of the elbows freer. During the next 5 
months she gained 4.1 kg. (9 pounds) in weight. A hilar 
mass became evident in June (Fig. 4 In December, she 
noticed increasing weakness and dyspnea 

On February 7, 1953, she was admitted to the Westfield 
State Sanatorium in respiratory failure, which led to death 
24 hours 


tening of 


do some work 


within 
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At autopsy the lower lobe of the right lung was almost 
entirely replaced by a nodular, firm tumor mass. Several 
other small tumor nodules were found in the upper and 
middle lobes. The tumor was mainly located around the 
larger bronchi, There was diffuse fibrosis throughout the 
left lung and several cysts at the base. Many round tumor 
nodules were found in the liver. The largest ones were 5 by 
6 cm. in diameter. Furthermore, metastases were found in 
the hilar, mesenteric and para-aortic lymph nodes, adrenal 
glands and vertebral bone marrow. 

On microscopical examination the lung tumor showed a 
quite cellular, undifferentiated bronchogenic adenocarcinoma 
Fig. 5). In the more compact areas the tumor cells were 
uniform and lying in sheets, with a tendency to form 
glandular structures (Fig. 6 There was a small amount 
of fibrous stroma. Many mitotic figures were seen through- 
out the section. In several areas the tumor showed squamous 
metaplasia (Fig. 7). In the areas affected or not 
affected by the tumor the parenchyma showed a striking 
increase in connective tissue and scattered foci of calcifica- 


less 


tion and ossification. 
The tumor nodules in the liver arose from the periportal 
connective tissue and were considered to be metastatic from 


the lung tumor. 


Uniform Tumor 


Photomicrograph, Showing 
Form Glandular 


Sheets, with a Tendency to 
Structures. 


Ficure 6. 
Cells in 


Microscopical examination of the esophagus and the 
stomach showed the mucosa to be somewhat thickened and 
edematous in some areas, but thin and atrophic in others 
There was marked fibrosis throughout the submucosa of 
both organs. Connective tissue was also considerably in- 
creased in the muscular layers, and several muscle bundles 
were homogeneous and dark-pink stained and had lost their 


nuclei, 
Discussion 


When this patient first came under our observa- 
tion, the x-ray film of the chest showed the charac- 


teristic findings of diffuse interstitial fibrosis. She 


had already noticed moderate dyspnea on exertion 
for several years, undoubtedly because of interference 
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with the diffusion of gases across the fibrous alveolar 
membrane, Ventilatory studies could not be per- 
formed because of the extensive scarring of the cir- 
cumoral skin, which made it impossible for her to 
close her mouth on a mouthpiece. 
Symptomatically, she improved greatly on corti- 
sone therapy. Similar improvement has previously 
been reperted in this disease.*"* Most authors have not 


Photomicrograph, Showing Squamous-Cell Meta 

plasia 


Figure 7 


seen any improvement from cortisone or any other 
treatment, and some have observed that ACTH in- 
duced hypertension and cardiac arrhythmias,*” 

Of primary interest in this case, however, is the 
development of cancer of the lung. In November and 
December, 1951, ten years after the onset of the ill- 
ness, the diffuse fibrosis in the chest films was cer- 
tainly no more extensive in the right lower lobe than 
elsewhere in the lungs, and there was no evidence of 
Fig. 3 In 


1952) a 


a hilar mass or bronchial obstruction 
a period of two months (April and May 
mass in the right hilus became visible on the x-ray 
film (Fig. 4 weeks 
after treatment with cortisone was started 
of rapid extension of the disease in the right lower 
lobe the patient felt better and gained weight until 
six or seven death. ‘This improve- 


ment can be attributed to the cortisone treatment 


incidentally, this occurred six 
In spite 


weeks before 

The occurrence of cancer of the lung in a thirty- 
two-year-old woman is very rare. ‘Therefore, one will 
wonder whether the scleroderma, a proliferative con- 


The 


nective-tissue disease, is a precancerous lesion 
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presence of so much squamous-cell metaplasia may 
be a factor in the development of frank carcinoma 

In 1953 Zatuchni et al.° reported 3 cases of 
alveolar-cell carcinoma in patients with scleroderma. 
Their patients were forty-five, sixty-five and sixty- 
five years of age. In their search through the litera- 
ture of scleroderma, they found no mention of its 
association with lung cancer. 

The high frequency of cancer associated with 
dermatomyositis, another collagen disease closely re- 
lated to scleroderma, has frequently been reported. 
Curtis et al.,’ reviewing the literature on that disease 
in 1952, mentioned the finding of 27 such cases. ‘To 
this they added 8 cases of cancers in a group of 45 
cases of dermatomyositis observed at their hospital 
They also stated that “several instances of neoplasms 
were found associated with scleroderma and lupus 
erythematosus.’ Even though dermatomyositis pre- 
ceded the diagnosis of cancer in all their cases, on 
the average by eighteen and six-tenths months, they 
suggested that “perhaps the catabolic products of the 
neoplasm act as an allergen or toxin and serve as the 
trigger mechanism in causing the many changes that 
occur in this rather protean disease.” ‘The same 
theory has been advanced by others. The chief sup- 
port for this theory is the fact that in several of thei: 
cases, the dermatomyositis improved with treatment 
of the neoplasm. A similar experience has been re- 
ported by others 


THE NEW ENGLAND JOURNAL OF MEDICINE 


Aug. 30, 1956 


In the case presented above, the scleroderma had 
unquestionably existed for ten years before any signs 
of the rapidly growing lung cancer. 


SUMMARY AND CONCLUSIONS 


An extensive case of scleroderma in a thirty-two- 
year-old woman and the development of fatal cancer 
of the lung is reported. 

The literature regarding the association of collagen 
diseases and malignant tumors is reviewed. 

Although there is no uniformity in the type of 
tumors associated with the collagen diseases, they 
seem to occur more frequently than in other people 
of the same age. Therefore, the coexistence or a 
future development of a malignant tumor should 
always be considered in this group of patients. 
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POLY NEURITIS IN SYSTEMIC LUPUS ERYTHEMATOSUS* 


Review of the Literature and Report of a Case 


Lane Scuemnpers, M.D.+ 


NEW 


HE occurrence of neurologic symptoms and signs 
in the course of systemic lupus erythematosus is 
well known, but the majority of these are the result of 
involvement of the central nervous system, Only a 
few well studied cases of associated polyneuritis have 
been reported.’’ ‘The incidental finding of peripheral 
mononeuritis, usually preterminally, has been recorded 
in a few autopsied cases without any report of the 
autopsy protocol of the isolated clinical findings.** 
Sedgwick and Von Hagen’ described the occur- 
rence of polyneuritis in a case of systemic lupus ery- 
thematosus, but the data presented are insufficient to 
support the diagnosis. A second case of polyneuritis 
presumably associated with connective-tissue disease 
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is reported by Richter,’ but neither systemic lupus ery- 
thematosus nor periarteritis nodosa could be diag- 
nosed with certainty by the author. Finally, there is 
the well documented case of polyneuritis occurring 
with systemic lupus erythematosus reported by Hep- 
tinstall and Sowry.' 

It is the purpose of this paper to present a well 
studied case of systemic lupus erythematosus with 
prominent signs and symptoms of involvement of the 
peripheral as well as the central nervous system, and 
to compare it with similar cases reported in the litera- 


ture, 


Case Report 


J. M., an 18-year-old girl, was first admitted to the 
Neurological Institute on November 11, 1953, with the chief 
complaint of blurred vision of several days’ duration. She 
had been in good health until the previous July, when sore- 
ness of the throat and feverishness developed, subsiding after 
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1 week without any specific therapy. In August she noted 
easy fatigability and migratory arthralgias involving the 
ankles, wrists and fingers. At that time the erythrocyte 
sedimentation rate was 45 mm. per hour (Wintrobe meth- 
od). She was treated with a total dose of 300 mg. of corti- 
sone, which relieved the arthralgias, but the fatigability 
persisted during the next month in spite of bed rest. For 
several days during October she experienced anorexia, nau- 
sea and vomiting, which also subsided without specific 
therapy. On November | pain and swelling over the left 
upper alveolar region and a temperature of 101°F. devel- 
oped. This persisted for 10 days, during which she was 
treated by 3 injections of penicillin and removal of 1 tooth. 
At about the same time as the onset of fever, she had in- 
termittent diplopia, which became constant after a few days 
and was accompanied by blurring of vision. In the month 
before admission she lost 10 kg. (22 pounds) in weight 

Physical examination showed an alert, well developed girl 
in no acute distress. The temperature, pulse, respirations 
and blood pressure were within normal limits. ‘There was a 
slight malar flush, | enlarged anterior cervical lymph node 
and a Grade 1 apical systolic murmur The remainder of 
the general physical examination was within normal limits 
On neurologic examination the gait was noted to be wide 
based and ataxic, and there was generalized moderate to 
minimal weakness in all extremities. Except for depressed 
ankle jerks, the tendon and superficial reflexes were all 
normal. A slight terminal tremor was noted bilaterally in 
the finger-nose and heel-shin tests Sensory examination 
was within normal limits. There were papilledema (5 di- 
opters) bilaterally, peripapillary hemorrhages and numerous 
small areas of exudate and edema extending to the right 
fovea and temporal to the left fovea. The blind spots were 
grossly enlarged, and there was a suggestion of a central 
scotoma on the right. Visual acuity was 20/40 in the right 
eye, uncorrected. There was a paresis of the right abducens 
nerve, with nystagmus on right lateral gaze. 

Examination of the blood disclosed a red-cell count of 
1,200,000, with a hemoglobin of 12.8 gm. per 100 ml., and a 
white-cell count of 6500, with a normal differential. Plate- 
lets numbered 188,000. The sedimentation rate was 75 mm 


per hour (Wintrobe method). ‘The serum sodium was 133.8 
milliequiv., the serum potassium 4.4 milliequiv., and the 
serum chlorides 101.0 milliequiv. per liter. The serum pro- 


tein was 6.7 gm. per 100 ml., with an albumin of 3.9 gm 
and a globulin of 2.8 gm. per 100 ml. Thymol turbidity was 


+ + +, and cephalin flocculation bromsulfalein re 
tention was 45 per cent after 5 minutes and 15 per cent 
after 30 minutes. The nonprotein nitrogen and fasting 


blood sugar were normal, and a Mazzini test and L.E.-cell 
preparation were negative. Repeated urinalyses during the 
Ist hospital admission showed albuminuria, cylindruria and 
microscopic hematuria. Lumbar puncture was performed, 
with an initial cerebrospinal-fluid pressure equivalent to 
500 mm. of water; the fluid was clear and colorless, con- 
taining 7 white cells per cubic millimeter, with a protein of 
270 mg. per 100 ml. X-ray examinations of the skull and 
chest were negative An electrocardiogram was normal 
An electroencephalogram showed a moderately disorgan- 
ized record, with some slowing in the temporal areas bilater- 
ally and additional slowing to 3 cycles per second with hyper- 
ventilation. No focal or paroxysmal features were other- 
wise noted, 

On November 14 a ventriculogram was unsuccessfully at- 
tempted through occipitoparietal burr holes, without the 
ventricles being entered. A_ left-common-carotid arterio- 
gram was negative with | anteroposterior seriogram 

On November 16 cortisone, 300 mg. a day, was started 
and the dose gradually reduced until the patient was re- 
ceiving 100 mg. a day by November 21 A repeated neu- 
rologic examination at this time revealed absence of tendon 
reflexes at the ankles, with absent vibration and position 
sensation at the ankles. The visual acuity was 20/100 in the 
left and 20/50 in the right eye, corrected, and the visual 
fields demonstrated only enlarged blind spots. ‘There was 
some resolution of the papilledema and retinal hemorrhages 
Laboratory data at this time included a hemoglobin of 10.4 
gm. per 100 ml. and a sedimentation rate of 82 mm. per hour 

Wintrobe method). Chronaxy studies revealed partial de 
nervation of the muscles about the ankles in both lower 
extremities. No denervation was noted in the arms 
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The patient continued to receive cortisone, 10O mg. a 
day, and in December the weakness of all extremities was 
more marked, with greater involvement distally There was 
a minimal intention tremor in finger-nose and heel-shin tests, 
and all tendon reflexes were depressed except the ankle 
jerks, which were absent. There was generalized diminution 
of vibration and position sensation, more pronounced at the 
ankles than at the wrists There was a stocking-and-glove 
type of hypesthesia to touch and pain. Repeated lumbar 
punctures showed cerebrospinal-fluid pressures varying be- 
tween 200 and 280 mm, of water, normal cell counts, and 
protein values of 460 to 528 mg. per 100 ml. The serum 
electrolytes and renal-function tests continued within normal 
limits. Blood cultures were negative on several occasions, 
and the erythrocyte sedimentation rate remained elevated 
repeatedly, Tuberculin tests and heterophil-antibody agglu- 
tinations were negative. Repeated L.E.-cell preparations 
were negative, and blood counts were within normal limits 
Albuminuria and microscopic hematuria occurred frequent- 
ly The dose of cortisone was reduced to 75 mg. a day on 
December 14, to 62.5 mg. a day on December 22 and 50 mg 
a day on December 27. Chronaxy studies done a month 
after initial testing revealed extensive denervation of the 
muscles of the legs, forearm and hands. An electroen- 
cephalogram on December 7 showed no change from the 
previous record, and on December 23 there was improve- 
ment with only some generalized slowing 

In January, 1954, lumbar punctures revealed cerebro- 
spinal-fluid pressures equivalent to 180 to 260 mm. of 
water, normal cells and protein contents of 345 to 535 mg 
per 100 ml., with normal sugars. On January 2, when the 
dose of cortisone had been reduced to 25 mg. a day, there 
was a return of fever, with abdominal tenderness, nausea, 
vomiting, generalized glandular enlargement and a facial 
rash typical of lupus erythematosus The cortisone was in- 
creased to 100 me. a day While receiving the dosage the 
patient occasionally had somatic delusions and was frequent- 
ly depressed, with mood swings, Blood counts, serum pro 
teins and electrolytes and the erythrocyte sedimentation rate 
continued to show no change from previous values An 
electroencephalogram at this time disclosed more disorgani 
zation and slowing than on the previous recording, Neuro 
logic examination revealed severe weakness of all extremi 
ties, with only traces of motion distally and fair to good 
power proximally, ‘There was minimal atrophy of the distal 
muscles. ‘Tendon reflexes were absent throughout Posi 
tion and vibration senses were absent below the ankles and 
wrists bilaterally, with hypesthesia in a glove-and-stocking 
distribution bilaterally. ‘There were no other changes from 
the previous examinations, The dose of cortisone was grad- 
ually reduced to 75 mg. a day, and she was discharged from 
the hospital on February Be, 

She was followed as an outpatient during the next 2 
months, and there was gradual improvement in strength of 
the extremities so that she was able to walk a short distance 
with assistance: otherwise, there was no change in the neu- 
rologic status. With cortisone on alternating doses of 62.5 
and 75 mg. a day, a fever developed, and the dose was 
raised on April 12 to 150 mg. and then reduced to 125 mg 
a day after 1 week. On April 20 she had 2 generalized 
convulsize seizures, with turning of the eyes to the right as 
the only lateralizing signs, and she was readmitted to the 
hospital. The neurologic status was essentially unchanged 
as were the spinal fluid, urine, blood chemical findings and 
blood counts except for a mild leukopenia (white-cell count 
of 4800 Dilantin, 0.3 gm. a day, was started and she was 
discharged from the hospital after a few days 

In the next month it became evident that a round face 
and hirsutism were developing. By May | she had become 
quite euphoric, with many somatic delusions, and ran an in 
termittent low-grade fever In the next few days she be- 
came confused and disoriented and expressed paranoid ideas 
She was readmitted to the hospital on May 3. Examination 
revealed a temperature of 102°F. and no other change in 
general or neurologic status except that she was disoriented, 
confused and negativistic, displayed irrational behavior and 
expressed numerous paranoid and somatic delusions, At 
times she seemed to be having active hallucinations The 
only significant change in the laboratory data was an anemia 

hemoglobin of 8.6 gm. per 100 ml. and red-cell count of 
2,980,000). The dose of cortisone was reduced to 100 mg. 
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a day, and by May & 
day, she was quite clear me ntally 
during the acute psychosis showed predominant 
and was more disorganized than any 

The L. E.-cell preparation was first 
positive on May 12. Two weeks after the clearing of the 
psychotic episode, the electroencephalogram indicated 
marked improvement though it was still abnormal, and she 
was discharged on June 5 on a dose of cortisone of 62.5 mg 
a day. During the next 2 months there was a generalized 
improvement in motor power, and sluggish tendon reflexes 
could be elicited except at the ankles Position and vibra- 
tion senses were normal in the extremities 


with a further reduction to 75 mg. a 
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Course of a Patient with Systemic 
Lupus Erythematosus, Showing Prominent Symptoms, Signs 
of Peripheral Neuropathy, Blood Counts, Erythrocyte Sedi 


mentation Rates, Urinalyses and Electroencephalograms 


1. Clinical 


Examination at the time of a 4-day hospital admission 
in August revealed a typical facial rash of lupus erythema- 
sluggish tendon reflexes throughout, except absent 
ones at the ankles, normal strength in the extremities prox- 
imally and moderate weakness distally, Laboratory data, in- 
cluding blood counts and blood chemical findings and stud- 
ies of urine, liver function, spinal fluid and visual fields re- 
vealed no essential changes from the previous findings, An 
electroencephalogram was normal 

During the next 2 months there was gradual improvement 
in the peripheral neuropathy, the sensory examination now 
being completely though residual weakness was 
noted distally in the extremities. She began to complain of 
vague myalgias along with low-grade fever, and she 
was admitted to the hospital on October 
physical examination revealed no significant changes, where- 
examination the tendon reflexes were nor- 
mal except for absent ones at the ankles. There was distal 
weakness and atrophy in the extremities. Otherwise, the 
examination was not remarkable. Laboratory data were un- 
changed on this admission except for a positive Mazzini test 
for the Ist time, normal blood counts and a 2d positive L.E.- 
was discharged on November 14 on 
During the next month the dose 
was gradually increased to 100 mg. a day because of inter- 
mittent myalgias, arthralgias, fever and vomiting. Because 
of ankle edema she was also given Diamox and Mercuhy- 
drin. By February, 1955, the dose had been raised to 112.5 
me, a day, and there were mood swings and bizarre bodily 
There was physical evidence of pleural and peri- 
cardial effusion (confirmed by and she 
was readmitted to the hospital on February 7; there were 
no other essential changes in the physical and laboratory 
a hemoglobin of 8.0 gm per 100 ml 
Dyspnea and pulmonary 
13 in spite of 


tosus, 


normal 


some 


The general 


as on neurologic 


cell preparation, She 


cortisone, 75 mg. a day 


sensations 
examination 


examination except lor 
and a hematocrit of 22 per cent 
rales developed and she died on February 
digitalization and pericardial tap 

The clinical course, spinal-fluid pressure and protein and 


the total cortisone therapy are summarized in Figures 1-3 


Aug. 30, 1956 


On post-mortem examination bilateral thoracic and peri- 
cardial effusion was seen. ‘There was increased eosinophilia 
of collagen under the pericardium, but the heart was other- 
wise not remarkable. Examination of the lungs revealed 
diffuse alveolar edema and numerous polymorphonuclear 
cells, which probably represented L. E. cells. In addition 
there were numerous collections of hematoxylin bodies and 
pools of hematoxylin-staining material usually associated 
with lupus erythematosus 

On examination of the spleen there was marked pericen- 
tral-artery collagen deposition in concentric rings, a classic 
example of “onion skinning.’ The kidney showed numer- 
ous areas of old and recent necrosis along with the classic 
wire-loop changes in most glomeruli. In the ovaries there 
were many clumps of magenta-colored, amorphous material 
typical of the hematoxylin bodies considered pathogno- 
monic of systemic lupus erythematosus and usually best seen 
in the ovary. There was mild atrophy of the adrenal cortex 
that was considered secondary to cortisone therapy. 

There was also mild atrophy of the muscles, with focal 
areas of subacute inflammation and fibrinoid changes, some 
hematoxylin bodies and a few L.E. cells. The lymph nodes 
contained numerous areas of necrosis, hematoxylin bodies 
and L. E cells 

The brain was pale, and the only gross defects were old 
puncture tracts in both occipital lobes secondary to ventric- 
ulography. The ventricles, meninges, cerebellum, brain 
stem and spinal cord appeared grossly normal, and sections 
at various levels revealed no gross abnormality of the paren- 
chyma 

In microscopical sections there was a mild diffuse loss of 
nerve cells in the cortex. Acute inflammatory and necro- 
tizing changes were found in the walls and in the substance 
of the brain and spinal cord. These were frequently throm- 
with associated focal areas of necrosis in the brain 
and spinal cord, ‘There was also a questionable degree of 
subacute and chronic changes in the vessels of the central 
nervous system, with thickening of the intima and narrow- 
ing of the lumen. Pink, amorphous material was present 
in the media of many arteries of the central nervous system 

The brachial plexus and the sciatic and femoral nerves 
were examined bilaterally Most of the individual nerve 
were separated by an accumulation of interstitial 
amorphous material. ‘The endoneurium and perineurium 
had a loose reticular appearance. The epineurium had 
likewise become displaced from the nerve bundles by simi- 
lar, grayish-blue amorphous material, With myelin-sheath 
stains of the nerves there was a spreading apart of the in- 
dividual myelinated fibers by the accumulation of amor- 
phous material, In addition there was swelling of myelin 
segments in some areas and a definite reduction in the num- 
ber of myelin sheaths in others In the axonal stain a 
definite reduction in the number of axons was seen, and 
those remaining were widely separated by amorphous mate- 
rial. This material did not stain with silver stain or muci- 
carmine stain. It did stain faintly blue with hematoxylin 
and was considered related to the hematoxylin bodies ob- 
served in blood vessels 
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Discussion 


Ihe clinical picture in this case leaves little ques- 
tion about the diagnosis of systemic lupus erythemato- 
sus. ‘The symptoms of fever, butterfly skin lesion, 
photosensitivity, arthralgia, myalgia, weight loss, car- 
diac failure, generalized lymph-node enlargement, 
nausea, vomiting, convulsions and psychosis are all 
fairly frequent in systemic lupus erythematosus and 
need little additional comment Furthermore, 
this patient had the laboratory findings of anemia, 
hematuria, albuminuria, impaired liver function, posi- 
tive blood serologic tests and L.E. cells as final con- 
firmatory evidence for the diagnosis of systemic lupus 
erythematosus, At autopsy the typical pathological 
findings were present in the lungs, spleen, gall bladder, 
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kidneys, ovaries, muscles, lymph nodes, leptomeninges 
and peripheral nerves. 

Bilateral papilledema with hemorrhages and choroi- 
dal exudates were observed in this case. These find- 
ings are not unusual in systemic lupus erythematosus 
Maumenee’ noted similar changes in 5 cases with 
clinical or histologic evidence of papilledema. It is 
interesting, however, that the 2 patients in whom 
lumbar punctures were performed had completely 
normal spinal fluids. In 105 cases reported by Harvey 
et al.* there were 2 with papilledema, 11 with retinal 
hemorrhages and 6 with exudates 
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Ficure 2. Spinal-Fluid Pressure (Mm. of Water) and 
Total Protein (Mg. per 100 MI.) during the Entire Course 
of the Iliness 


The occurrence of neurologic symptoms and signs 
early in the course of systemic lupus erythematosus 
has occasionally been noted. In 3 cases reported by 
Siekert and Clark’ the initial complaints were chorea, 
hemiplegia, paraplegia, diplopia, dizziness and par- 
esthesias. In the present case, though there were other 
characteristic symptoms of systemic lupus erythemato- 
sus earlier, the striking manifestations that led to hos- 
pitalization were the result of involvement of the 
nervous system. 

The initial neurologic complaints in this case were 
related to involvement of both the central and periph- 
eral nervous system. Initially, the increased intra- 
cranial pressure, as evidenced by papilledema, en- 
largement of the blind spots and abducens paralysis, 
led to the tentative diagnosis of an intracranial neo- 
plasm. Ventriculography was attempted, but was 
unsuccessful. Some evidence of polyneuropathy with 
generalized weakness and depressed ankle tendon re- 
flexes was present, however, before ventriculography 
was attempted, Loss of vibration sense and position 
sense at the ankles and denervation of muscles in the 
legs by chronaxy studies were noted in the next few 
days. The presence of denervation suggests that the 
neuropathy had existed for at least several weeks 
before hospitalization. 

Though papilledema with hemorrhages and exu- 
dates is not unusual in systemic lupus erythematosus, 
the spinal-fluid pressure and chemical constituents 
were normal in many of the reported cases. This 
patient had repeated ]umbar punctures with pressures 
ranging from 600 mm. of water in the initial stages to 
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180 mm. in the late course of the disease. The spinal- 
fluid protein initially was 270 mg. and increased to 
935 mg. per 100 ml. In general the spinal-fluid pro- 
tein in this case seemed to increase as the pressure 
decreased. Lumbar punctures were performed in 30 
of the 138 cases studied by Harvey et al.* Only 1 of 
these patients had increased pressure, but the protein 
content was elevated in 7. Increased spinal-fluid pro- 
tein was also noted in | case by Plotz, Blunt and 
Ragan.'” 

Psychotic episodes similar to those in the case pre- 
sented above are reported in approximately 30 per 
cent of patients with systemic lupus erythematosus and 
are probably the most common cerebral complica- 
tion.’ These episodes are usually characterized by 
confusion, disorientation, delusions hallucina- 
tions.'*-'* Psychotic manifestations may occur in sys- 
temic lupus erythematosus regardless of ACTH or 
cortisone therapy. In this patient, however, the men- 
tal changes developed about a week after an increase 
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Ficure 3. Cortisone Therapy (Mg. a Day) during the 
Course of the Illness 


in the dosage of cortisone on two occasions and 
cleared when the dosage was reduced. Since psychotic 
episodes have been reported in patients on steroid 
therapy in the absence of systemic lupus erythema- 
tosus,’® it is possible that such episodes were related in 
part, at least, to the therapy given in the present case, 
for they cleared on reduction in the dosage. It was 
also noted that the electroencephalogram at this time 
was more abnormal] than at any other time and be- 
came less abnormal as the patient showed clinical 
improvement, 

Convulsive seizures, which occur in 25 to 30 per 
cent of cases of systemic lupus erythematosus, are 
second to psychotic episodes as the most common 
neurologic complication.’ The  electroencephalo- 
graphic abnormality is one of diffuse disorganization, 
usually with slowing to 3-7 cycles per second of 
moderately high-voltage or less often 6-8 cycles per 
second of medium-voltage activity. The electroen- 
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cephalographic changes usually parallel clinical 
changes, as in this case. 

The unusual feature was the onset of poly- 
neuropathy. In a review of the neurologic manifesta- 
tions of all forms of collagen diseases Glaser’ states 
that the peripheral nerves are involved in systemic 
lupus erythematosus. From a review of the reported 
cases, it seems that the 
about | or 2 per cent 
mononeuropathy have been described, but this was 
* In the case presented 


diagnosis of sys- 


most 


rate of occurrence is probably 
Isolated cases of an apparent 


usually found preterminally.® 
by Sedgwick and Von Hagen’ the 
temic lupus erythematosus was made on a skin biopsy 
with little clinically to diffuse collagen 
disease, The clinical data given by them for support 
of the diagnosis of included glove 
hypesthesia of the arms and spotty hypesthesia of the 
legs, slight weakness of the hand grips, bilateral 
Babinski reflexes and a spinal-fluid protein of 240 mg. 
per 100 ml. ‘There tendon 
reflexes, In a review of 
temic lupus erythematosus, Clark and Bailey’ reported 

but gave no further details. ‘Two 
cases of polyneuropathy associated 
described by 


else suggest 


“polyneuronitis” 


no changes in the 
cases of sys- 


were 
100 consecutive 


polyneuritis in 
unquestionable 
with connective-tissue disease are 
Richter. One was diagnosed 
and the second as lupus erythematosus or periarteritis 
No autopsy or definitive studies were per- 
was little else to 


case as scleroderma, 
nodosa. 
formed, and Richter states that there 
support either diagnosis 

The first pathologically verified case of polyneurop- 
athy in systemic lupus erythematosus was reported 
by Heptinstall and Sowry' in 1952. Clinically, there 
was generalized motor weakness, greater distally, with 
generalized loss of tendon reflexes and loss of proprio- 
ceptive sensation in the lower extremities. Superficial 
sensation was intact. ‘The diagnosis of systemic lupus 
erythematosus was verified only at autopsy, and there 
is no discussion of the course of the polyneuropathy. 

The clinical findings indicating polyneuropathy in 
their case were similar to those in the present case. 
Proprioceptive sensations were primarily involved in 
both cases. In the case reported above, cutaneous 
sensation was diminished in a glove-and-stocking dis- 
tribution some weeks after the loss of proprioceptive 
sensation remained impaired 
Also, the 
power in the extremities was lost gradually over a 
period of a month or more and advanced to complete 
paresis of the 
Strength 


sensation was noted: 


long after cutaneous sensation had returned 


paralysis of the distal muscles and 
proximal muscles accompanied by areflexia. 
then began to return gradually along with the tendon 
reflexes, By the time of death there was normal sensa- 
tion and normal motor power proximally, with only 
slight paresis distally, and absent ankle jerks as evi- 
den c ol the neuropathy. 

In the case reported by Heptinstall and Sowry' the 
changes in the peripheral nerves were confined to an 


abnormality of vessels of the epineurium, loss of some 
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nerve fibers and increase in amount of endoneurium. 
The blood vessels showed obliteration of the lumen, 
with recanalization and thickening of the intima. The 
pathological changes in the peripheral nerves in the 
present case included a permeation of the endoneu- 
rium and perineurium by amorphous material sepa- 
rating the connective-tissue fibers of the involved 
coverings. This material showed none of the features 
of collagen degeneration, and the pathologist believed 
that it might be related to the hematoxylin bodies ob- 
served in the walls of the blood vessels. On myelin- 
stain there was some reduction in myelin 
sheaths, and in Bodian and phosphotungstic acid 
hematoxylin stains there was a clear reduction in the 
number of nerve fibers in the brachial plexus and 
sciatic and femorah nerves. 

The pathological changes in the nerves seem to cor- 
relate with the clinical findings. It might be postu- 
lated that the amorphous material in the nerves had 
The proprioceptive and 


sheath 


compressed the nerve fibers. 
motor functions were most involved, with touch next, 
and pain and temperature very little. ‘This seems to 
correlate with experimental data indicating that large- 
nerve-fiber types carrying proprioceptive and motor 
impulses are most susceptible to damage by compres- 


sion, 


SumMaARY AND CONCLUSIONS 


A case of systemic lupus erythematosus, studied 
from the clinical and pathological points of view, is 
reported. The clinical picture was typical of systemic 
lupus erythematosus. Involvement of the nervous 
system was manifested by increased intracranial pres- 
sure, psychosis, convulsions and polyneuritis. The 
unusual feature was the severity and the widespread 
nature of the polyneuritis. Only 1 other pathologically 
studied case has been reported previously. 

It is believed that the deposition of amorphous ma- 
terial, similar to hematoxylin bodies in the other 
tissues, produced a polyneuritis by compression of the 


nerve fibers. 
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SPECIAL ARTICLE 


THE RE-LEGALIZATION OF ABORTION IN SOVIET RUSSIA 
Mark G. M.A., Pu.D.* 


BOSTON 


N November 23, 1955, the Praesidium of the 

Supreme Soviet of the U.S.S.R. passed a decree 
repealing the prohibition on abortion that had been 
in force for almost two decades. This marked the 
third time that the Soviet Union changed its stand 
on the question of permitting or prohibiting abortion 
on other than “therapeutic” grounds in the thirty- 
nine years of its existence. In the light of this, it 
appears worth while briefly to review the policies of 
the Soviet government on this very important social 
and medical problem. 

Soviet legislation on abortion falls into four dis- 
tinct periods: 1917-1920, in which abortions were 
illegal, even on medical indications; 1920-1936, in 
which abortions were legal provided certain condi- 
tions were met; 1936-1955, in which abortions again 
were illegal, except on certain medical indications; 
and 1955 to the present, in which abortions are again 


legal. 


Revo.utTion ro 1920 


During the Czarist regime, abortions were illegal, 
no legislation permitting the operation to be per- 
formed, even on medical grounds. No legislation was 
introduced during the first three years of the Soviet 
regime, and apparently the prohibition remained 
legally in force during these years. ‘These years were, 
of course, years of great social and political upheavals, 
of revolution and counter-revolution, civil war and 
foreign intervention, famine and epidemics. Although 
no statistics are available, it can be assumed that the 
abortion rate was high and was accompanied, corre- 
spondingly, by a high rate of complications, including 
a heavy mortality. This led the regime, particularly 
the organs of health, to consider the legislation of 
abortion to reduce the harm caused by the illegal per- 
formance of the operation. 
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1920 ro 1936 


On November 18, 1920, a decree jointly issued by 
the Commissariats of Health and Justice legalized 
abortion. ‘The decree was preceded by a commen- 
tary, as Soviet decrees usually are, setting forth the 
reasons for the measure. It began by stating that in 
the past decade the number of women resorting to 
pregnancy had grown 


Furthermore, legis- 


the artificial termination of 
both in the West and in Russia 
lation attempted to combat this evil by punishing the 
woman and the physician. Such legislation not only 
was useless but also drove the operation underground 
and made the woman a victim of mercenary and often 
ignorant quacks who made a profession of the secret 
operation. As a result, “up to 50 per cent of such 
women are infected in the course of the operation, 
and up to 4 per cent of them die.” ‘The Workers’ 
and Peasants’ Government, the decree went on, was 
conscious of this serious evil to the community and 
combated it by propaganda against abortion among 
women. Furthermore, the Government was certain 
that by “working for socialism and by introducing 
{measures for] the protection of maternity and in- 
fancy on an extensive scale” this evil would gradually 
disappear. And yet, since “the moral survivals of the 
past and the difficult economic conditions of the pres- 
ent still compel many women to resort to this oper- 
ation,” the Commissariats of Health and Justice, 
anxious to protect the health of the women and con- 
sidering that the method of repression in this field 
entirely failed to achieve this aim, decided as follows: 


(1) To permit such operation to be made freely and 
without any charge in Soviet hospitals, where condi- 
tions are assured of minimizing the harm of the 
operation 

(2) To absolutely forbid anyone but a doctor 
out this operation 

3) Any nurse or midwife found guilty of making such 
an operation will be deprived of the right to practice 
and tried by a People’s Court 

(4) A doctor carrying out an abortion in his private prac 
tice with mercenary aims will be called to account 
by a People’s Court.’ 


to carry 


It is quite evident, from the text of the decree, that 
the regime legalized abortion only as a last resort to 
minimize the harm caused by the practice and con- 
sidered it, at the time, a temporary measure. When 
social conditions improved, so went the reasoning, 
abortions would become unnecessary, and the prob- 
Thus, although the Health 
Commissariat made it possible for pregnant women 


lem would cease to exist 


to obtain the artificial termination of their pregnancy, 
it attempted to reduce the abortion rate by several 
measures. One was the dissemination of birth-control 
information and contraceptives carried through the 
so-called “Women’s Consultation Centers.”* Parallel 
to this, an effort was made to develop the necessary 
facilities (créches, kindergartens and so forth) to help 
women care for children and thus to reduce the abor- 
tion rate, Finally, a campaign of education was 
started to explain that abortions, even when car- 
ried out under the best hospital conditions, still carry 
risk for the woman’s health and to atternpt to dis- 
suade women from having such an operation per- 
formed.‘ 

There were, of course, certain restrictions on abor- 
tions even under the law of 1920. As mentioned 
above, the operation had to be performed by a li- 
censed surgeon. It must, furthermore, be the result 
of a surgical intervention and not of drugs. The pa- 
tient must remain in bed for three full days in the 
place where she was operated on. She must not be 
allowed to work for two weeks after the operation. 
More important, however, was that an abortion for a 
first pregnancy (unless it seriously endangered the 
must be strongly discouraged by the 


In- 


deed, doctors were urged to discourage, in any way 


woman's health 
physician and, if at all possible, not performed. 
they saw fit, the performance of the operation but 
could not refuse it unless the pregnancy had lasted 
for more than two and a half months. It was fur- 
thermore recommended that all such operations be 
performed in hospitals that had special abortion di- 
A private physician or 
anyone else performing an abortion resulting in death 


visions (called abortarium). 


could be tried for manslaughter, but women perform- 
ing abortions on themselves could not be prosecuted 
Finally, doctors were urged “to discourage a woman 
from abortion if there were no social, economic, ot 
medical reasons for it, and particularly if she had few- 
er than three children or had adequate means for sup- 
porting another child.” 

At the First Ukrainian Conference of Gynecologists, 
held in Kiev in 1927 


“social” indications, doctors noted a signifi- 


to discuss experience with abor- 
tion for 
cant increase in the number of abortions in towns and 
villages; they believed that the legalization of the 
operation had led to a decrease of secret abortions 
and subsequent diseases and deaths. ‘They further- 
more noted that the legalization of abortion had not 

*Zhenshkii Konsultatsii, These centers are usually attached to maternity 


homes and provide all-round outpatient medical care for mothers before 
and after the birth of the child,* 
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led to a decrease in the natural growth of the popu- 
lation, but that the population should be warned of 
the harm caused by the operation. A solution to the 
problem was the use of harmless contraceptives, and 
it was resolved that more attention should be paid to 
anticonceptional devices.° 

At the Conference, statistics were presented of the 
relation of all abortions initiated or completed in all 
Moscow clinics to the total number of births regis- 
tered in Moscow for the years 1922-1926, and the 
proportion between artificial abortions initiated in the 
clinics and cases of miscarriages, probably due to se- 
cret abortion, in patients who entered a clinic to have 
an abortion completed. These figures are given in 
Table 1. These figures show that, over the years, the 
proportion of abortions to births increased, but that 
the rate of incompleted abortions (presumably secret 
decreasec from 46 per cent to 20 per cent. Over 
the five years examined, the absolute number of abor- 
tions increased 400 per cent. Other statistical data 
were presented at the conference. For example, at 
the Dostoyesvsky Hospital in Moscow, in 1925, 2696 
abortions were performed; nearly all women were 
between twenty-one and thirty years old. For half 
these women, this was the first abortion; for 38 per 
cent, it was either the second or the third. In 58.7 
per cent the cause was material insecurity; in 8.6 per 
cent, it was an excessive number of children, and in 
only 7.2 per cent was it for medical reasons. Per- 
foration of the womb occurred in 0.15 per cent of all 
cases.” 

According to a statement made to Newsholme and 

Kingsbury,’ when they visited the Soviet Union in 
1932, the legalization of abortion was said to have 
saved the lives of 300,000 women in the twelve years 
between 1920 and 1932. The mortality was reported 
as less than 1 per cent (0.74) since 1920, with prac- 
tically no fatal cases in Moscow, where the operation 
was performed under good hospital conditions and by 
skilled surgeons. The mortality rate was higher out- 
side the capital. 
1922 and 1929 the number of induced 
abortions in proportion to spontaneous abortions was 
reported as having increased almost twelve times in 
Moscow (‘Table 2). 

The years between 1921 and 1929 were years of 
relative prosperity, the result of Lenin’s New Eco- 
nomic Policy, which re-established a measure of cap- 
italism and free trade. At the end of the twenties, 
the Communist Party, under Stalin’s direction, em- 
barked on a massive program of industrialization and 
collectivization of agriculture. ‘This program entailed 
a policy of enforced savings to accumulate capital, 
and widespread dislocation of populations from the 
land areas to the cities and industrial centers. Urban 
housing became extremely scarce, and families most 
often had to content themselves with one room, shar- 
ing bathing, toilet and cooking facilities with other 
families in the same apartment. In addition, the need 


Between 
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for manpower meant that more and more women 
were being drawn into the labor force or had to go to 
work to supplement the family budget. Under these 
circumstances, it is fairly safe to assume that the rate 
of abortions significantly increased above the figures 
of the twenties, although no statistics are available to 
me. In many cases managers of industry adopted the 
practice of not hiring pregnant women, because the 
factory would then have to pay them while they were 
confined and also for some time afterward.” This, of 
course, also contributed to a rise in the abortion rate. 
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quire an education and to work. The medical pro- 
fession, at the same time, although accepting the 
social reasons for permitting abortions, continued to 
warn the population of the medical dangers of the 
operations. The following extracts from letters pub- 
lished in the Soviet press at the time give a flavor of 
the discussion: 


[Letter from a student] (“I Object’) 

I have read in the press the draft law on the prohibi- 
tion of abortion . and cannot remain silent on the 
matter 


Tape 1. Births and Artificial and Incompleted Abortions (Moscow, 1922-1926).* 


YEAR No. or AporTions ARTIFICIAL ABORTIONS INCOMPLETE PeRCEN TAGE OF PeRcen TAGE OF 
AborTIONS At Anoations ArtiviciaL Asoarions 
Tro Barus ro Barus 
NUMBER PERCENTAGE 

1922 45,320 7,969 53,27 3,724 22,56 12.0 

1923 48,852 9,062 5,829 42.14 5,233 19.16 8.65 

1924 51,980 10,183 5,782 6.78 4.401 19.56 11.12 

1925 57,537 18,071 15,201 84.45 2,810 41.41 26.54 

1926 31,986 25,259 80.0 6,393 


*Based on paper by Prof. M. G. Szerdukov, director of the Graverman Maternity Clinic, Moscow, on ‘Artificial Abortion As a Biological Trauma," 


as quoted by Schlesinger.* 
available. 


It is a commonly accepted fact that industrializa- 
tion, urbanization and the movement of populations 
to the cities lead in most countries, at least in the 
initial stage, to a decrease in the birth rate and that 
the Soviet Union cannot have escaped this phenome- 
non. Since, at the same time, abortions and birth- 
control information and devices were available, it 
must have become apparent to the authorities that 
the effect on the birth rate would, sooner or later, be- 
come alarming, particularly in view of the worsening 
international situation in the mid-thirties and the very 
real possibility of war. It had also become apparent 
to the regime that its family legislation (regarding 
divorce, alimony and abortion) encouraged what was 
called a “light-hearted attitude” toward family re- 
sponsibilities, increased family instability and the 
number of children who grew up in a disorganized 
atmosphere without supervision or discipline. The 
human products of such an environment, it was rea- 
soned, would hardly become the stable, hard-working 
and conscientious workers required for an industrial- 
ized society. 

As a result, a draft law was formulated in 1936 on 
the subject of abortion, and the tightening of family 
responsibilities. ‘The regime, in a rare moment of 
liberalism, invited the Soviet population to discuss 
the draft and to present suggestions. On the subject 
of abortions, the general feeling on the part of the 
population (and particularly women) was that under 
the conditions existing at that time, women should 
have a right to limit the number of children. The 
reason most often mentioned was, of course, the lack 
of adequate housing and the need for women to ac- 


There are thousands of women in the same position as 
myself, I am a student in my first year at the Second 
Moscow Medical Institute. My husband is also a student 
.. . at our Institute. Our scholarships jointly amount to 
205 roubles. Neither he nor I have a room of our own 
Next year we intend to apply for admission to a hostel, 
but I do not know whether our application will be grant- 
ed. I love children and shall probably have some in four 
or five years. But can I have a child now? Having a 
child would mean leaving the Institute, lagging behind 
my husband, forgetting everything I have learnt and 
probably leaving Moscow because there is nowhere to 
live .. . I consider that the projected law is premature 
because the housing problem in our town is a painful one, 
Very often it is the lack of living quarters that is the 
reason behind an abortion. If the draft included an arti- 
cle assuring married couples, who are expecting a baby, 
of a room that would be a different matter. 

In five years’ time when I am a doctor and have a job 
and a room I shall have children, But at the present I do 
not want and cannot undertake such a responsibility.” 


A group of women collective farmers sent a letter to 
Izvestiya in which they proposed that a woman who 
was nursing a child and who again became pregnant 
should be allowed to have an abortion, and that other 
conditions (presumably social conditions) under 
which abortions would be permissible should be clear- 
ly stated so that doctors could not refuse a patient.” 

In a letter to Izvestiya entitled “Abortions Cannot 
be Categorically Forbidden,” “an engineer” wrote as 
follows: 

I do not belong to the party; I am married and have 

a five-year-old child; I work as an engineer .. . I regard 

myself as a good citizen of the U.S.S.R. I cannot agree 

with the prohibition of abortions 
The prohibition of abortion means the compulsory birth 
of a child to a woman who does not want children . 


Where the parents produce a child of their own free will, 
all is well. But where a child comes into the family 


| 
: 
at 
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against the will of the parents, a grim personal drama 

will be enacted which will undoubtedly lower the social 

value of the parents and leave a mark on the child 

To my mind any prohibition of abortion is bound to 
mutilate many a young life. Apart from this, the result of 
such a prohibition might be an increase in the death-rate 
from abortions because they will be then performed 
illegally 

Professor K. Bogolepoy, of Leningrad, however, 
was not favorably disposed toward abortions. He 
urged that the greatest care be taken in reaching a 
decision on the subject, stating that: “Abortions will 
become obsolete by themselves when knowledge of 
human anatomy spreads, when methods of birth-con- 
trol are more widely used and last — but not least 
when housing conditions are improved,’’'’ 

Professor M. Malinovsky, on the other hand, point- 
ed out the specific health hazards of abortion. In a 
letter, entitled, appropriately enough, “Do Not Un- 
derrate the Evil,” he wrote: 
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least until the living conditions, particularly housing, 
had improved) the regime passed legislation forbid- 


ding abortions. 


1936 vo 1955 


As in 1920 the decree prohibiting abortions was ac- 
companied by a commentary. It started by assert- 
ing that the Revolution had laid the foundations for 
the abolition of all class exploitation, for the abolition 
of classes themselves and for the complete and final 
emancipation of women. In no country in the world, 
it furthermore asserted, did woman enjoy such com- 
plete equality in all spheres of life. Nowhere, it went 
on, did woman, as a mother and citizen who bore the 
great and responsible duty of giving birth and bring- 
ing up citizens, enjoy such respect and protection as 
in the U.S.S.R. The decree then went on to enu- 
merate the reasons that had led the regime to permit 


Taste 2. Induced versus Spontaneous Abortions (Moscow, 1922-1929). 


Tyre ov 


1922 192% 1924 
ase for spontaneous abortions 100 100 100 
Induced abortions 114 73 131 


*Based on Newsholme & Kingsbury." 


... People do not see or do not want to see the dangers 
inherent in abortion. The fact that the operation goes 
unpunished and is relatively safe has created an illusion 
of the complete harmlessness of the operation. It is our 
duty to dispel this misconception. 

Performing an abortion is an operation undoubtedly 
involving great risks. There are few operations so dan- 
gerous as the cleaning out of the womb during pregnancy. 
Under the best of conditions and in the hands of the most 
experienced specialist the operation still has a “normal” 
percentage of fatal cases . . . The operation is performed 
in the dark and with instruments which, so far as their 
effect on so tender an organ as the womb is concerned, 
remind one of a crowbar... Apart from the direct dan- 
ger which the operation has for women (penetration of 
the womb, heavy hemorrhage) i.e. dangers threatening 
life, there are more remote dangers threatening a wom- 
an’s health (catarrhs of the womb, sterility, pregnancy 
outside the womb, etc). Such are the implications of 
abortion, an operation which is dangerous to the female 
organism and a heavy responsibility for the doctor. That 
is why we oppose it - 

Finally, a “research worker’ admitted that abor- 
tions were harmful to health but argued that there 
were a number of circumstances in everyday life that 
made it a heavy burden to have a large family. In 
addition, shortages in nurseries, kindergartens, dining 
halls, housing and equipment made married life and 
the care of children a hard toil: 

. We all want to be “working women.” The tribe of 

“housewives” is dying out and should . . . become ex- 

tinct . I think that a happy Soviet woman, assisted by 


the solicitude of the Party and government, will herself 
not want to evade the joys of motherhood.” 


Although it is safe to infer that public opinion was 
against the absolute repeal of the abortion laws (at 


No. or Cases 


1925 1926 1927 1928 1929 
100 100 100 100 100 
2 417 695 894 1,240 


abortions in 1920 and repeated the arguments ad- 
vanced at that time. The population was further 
reminded that, in 1913, Lenin had written that class- 
conscious workers are “unquestionable enemies of 
neo-Malthusianism, this tendency for the philistine 
couple, pigeon-brained and selfish, who murmur fear- 
fully: ‘May God help us to keep our bodies and souls 
together; as for children it is best to be without 
them.’ Whereas Lenin rebelled against abortions as 
a social evil, he considered legislation banning abor- 
tions as clearly inadequate to combat them. More- 
over, he was said to have pointed out that “under 
capitalist conditions these laws only reflect the ‘hy- 
pocrisy of the ruling classes’ ”’ since they [laws] “do not 
heal the sores of capitalism but make them particu- 
larly malignant, particularly painful to the oppressed 
masses.” 

It is only under socialism, the decree then stated, 
that exploitation of man by man does not exist, 
woman is an equal member of society, the progres- 
sive improvement of the well-being of the workers 
constitutes a law of social development and “‘it is seri- 
ously possible to organize the struggle against abor- 
tions by prohibitive laws as well as by other means” : 

The abolition of capitalist exploitation in the USSR, 
the growth of the material well-being and the gigantic 
growth of the political and cultural level of the toilers 
make it possible to raise the question of a revision of the 

decision of . , . November 18, 1920. 

Necessary material provision for women and their chil- 


dren, state aid to large families, the fullest development 
of the network of maternity homes, nurseries, kindergar- 
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tens, legislative establishment of the minimum sums which 
the father of a child must pay for its upkeep when hus- 
band and wife live apart, on the one hand, and the pro- 
hibition of abortions on the other, coupled with an in- 
crease in the penalty for the wilful nonpayment of ali- 
mony for the maintenance of the children . . . and the 
introduction of certain changes in the legislation on 
divorces for the purpose of combating a li, ht-minded 
attitude toward the family and family obligations such 
are the roads to be followed in order to solve this impor- 
tant problem affecting the entire population . . . 

In connection with the above and taking into considera- 
tion certain remarks made by citizens during the discussion 
of the draft, the Central Executive Committee [of the 
Party] and the Council of Peoples’ Commissars of the 
USSR decide: 

I. On The Prohibition of Abortions 

1. In view of the proven harm of abortions, to forbid 
the performance of abortions both in hospitals and special 
health institutions, and in the homes of doctors and 
private homes of pregnant women. The performance of 
abortion shall be allowed exclusively in those cases when 
the continuation of pregnancy endangers the life or threat- 
ens serious injury to the health of the pregnant woman 
and equally when a serious disease of the parents can be 
inherited and only under hospital and maternity home 
conditions. 

2. For the performance of abortions outside a hospital 
or in a hospital under conditions violating the above pro- 
visions, the doctor performing the abortion shall be crimi- 
nally punishable with imprisonment of one to two years, 
while for the performance of abortion under unsanitary 
conditions or by persons who have no special medical edu- 
cation a criminal penalty of no less than three years’ im- 
prisonment shall be fixed. 

3. For compelling a woman to undergo an abortion, a 
criminal penalty of two years’ imprisonment shall be fixed 

4. In relation to pregnant women undergoing an abor- 
tion in violation of the said prohibition, to establish as a 
criminal penalty a.socia] reprimand, and in the event of 
a repetition of the violation of the law on the prohibition 
of abortions, a fine up to 300 roubles. 


The other articles of the decrees bear on measures 
to increase material aid to women who give birth, the 
establishment of stipends for large families, the exten- 
sion of the network of maternity homes, nurseries and 
kindergartens, and financial steps to implement the 


16 


program. 

The medical indications for abortions were made 
available by the Commissariat of Health shortly there- 
after. They were as follows: 


1. Serious chronic organic diseases of heart and blood 
vessels; endocarditis with anatomical lesions of the valves 
of the heart; organic diseases of the valves of the heart 
and diseases of the heart muscles, leading to circulatory 
insufficiency (oedema, indurated liver, cyanosis, shortness 
of breath); permanent hypertension which has not been 
caused by pregnancy. 

2. Chronic forms of inflammatory degenerative and 
sclerotic processes of the kidneys, impairing their functions. 

3. Nephrolithiasis on both sides (based on X-ray evi- 
dence). 

4. Open form of pulmonary tuberculosis and also 
closed tuberculous infections of lungs and pleura with 
chronic intoxication. 

5. Tuberculosis of the urinary tract, peritoneum, in- 
testines, bones, joints, and larynx 

6. Chronic diseases of the liver with manifest func- 
tional disturbances 

7. Graves’ disease with manifest insufficiency of the 
heart and circulatory system or with other chronic intoxi- 
cations, 

8. Pernicious anemia (Biermer type) and pernicious 
anemia as a result of pregnancy 

9. Leukemia, 
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10. Patients suffering or having suffered from malig- 
nant tumors. 

11. Epilepsy diagnosed in a medical institution, 

12. Retinitis or neuritis of the optic nerve caused by 
pregnancy or by diseases of the peripheral vascular system, 

13. Serious diseases of the cornea as a result of physi- 
cal exhaustion or endocrine disorders caused by pregnancy 
(for instance: Hypopyonkeratitis, keratoconus) 

14. Narrow pelvis with conjugata vera of 7.5 centi- 
meters and less, considerable deformities of the pelvis of 
various origins, and also considerable scarifications of the 
vagina making childbirth through natural channels im- 
possible 

15. Abortion is permitted if mother, father or one of 
the children have suffered or are suffering from one of the 
following hereditary diseases: haemophilia, idiocy, genuine 
epilepsy, severe forms of schizophrenia or manic depressive 
psychosis, which have been treated in hospitals; serious 
hereditary diseases of the eye leading to blindness; heredi- 
ta.y deafness and dumbness; hereditary progressive disease 
of the nervous system (progressive muscular atrophy, 
hereditary ataxia). 

Contra Indications for the artificial interruption of 
pregnancy (abortion) ; 

1. Acute and sub-acute gonorrhea 
ee Acute and sub-acute vulvo-vaginitis and Bartholin- 
itis of any origin, and also furuncles of the genital organs 
3. Erosions with secretion of pus from the cervix uteri 
t. Inflammatory processes of the ligaments and the 
peritoneum surrounding them 
5. All local purulent diseases and acute infectious 


diseases,” 


It can easily be surmised that such legislation 
again sent abortions underground. According to a 
refugee physician, a gynecologist who before the war 
had worked in Leningrad, there was a constant stream 
of infections caused by unsterile abortions: 


about 70 per cent of the women in our department 
were there because of complications following botched up 
abortions Thus, the government's intention to increase 
the birth rate backfired [since| it had planned on an in- 
crease in births. Beds reserved for maternity cases had 
been increased, while those reserved for gynecology had 
been decreased; we had so many of these cases we didn't 
know what to do with them. And the mortality was very 


1s 


high . . 


According to refugee testimony, doctors were under 
great pressure on the part of the population to per- 
form abortions, and those who did it often fetched 
high prices for them.’” 

The law prohibiting the performance of abortions 
remained in force for nineteen years. During that 
period, further measures were taken to encourage 
motherhood and to increase family stability by in- 
creasing aid to mothers and by making divorces ex- 
tremely difficult to obtain (1944 

Occasionally, items appeared in the local press, in- 
dicating that such and such a person had been found 
guilty of performing criminal abortions and had been 
sentenced accordingly.** During all that time, the 
existence of the practice in Soviet Kussia was offi- 
cially described as due to a remnant of capitalistic 
consciousness among the less enlightened members of 
society. Outside Russia, it was maintained, abortions 
were widespread among all classes of the population: 
among the lower, “exploited” classes because of the 
terrible social and economic conditions and because 


of the stigma attached to illegitimate children; and 
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among the upper classes because of the desire to trans- 


mit capital intact from one generation to the other 


Thus among “bourgeois” families, children were lim- 
ited to one or two. Furthermore, in contrast to the 
Soviet Union, capitalist governments could not suc- 
cessfully struggle against abortions because they could 
not successfully improve the material conditions of 
the masses. Finally, private physicians “who consti- 
tute the greater part of the medical profession of 
bourgeois countries willingly perform illegal abortions 
and see in them one of the profitable items of their 
private practice,”” 

The first official indication that in the “land of 
Socialism” the survivals of capitalism still prompted 
women to have abortions, and physicians and other 
persons to perform such abortions, was a decree of 
the Praesidium of the Supreme Soviet dated August 
}, 1954, entitled “On the Abolition of the Criminal 
Responsibility of Pregnant Women for Obtaining an 
Abortion,” which nullified Paragraph 4, Article I, of 
the 1936 decree quoted above, No comments accom- 
panied this law, nor was it discussed in the Soviet lay 
or medical press. Apparently, the reason for this de- 
cree was to make it easier for women who had had 
abortions and whose cases came to the attention of 
the organs of justice (hospitals and doctors were ob- 
ligated to report cases of suspected abortion to the 
authorities) to give the name of the abortionist with- 
out incurring a penalty themselves. At the same time, 
this might make it easier for a woman to report to a 
hospital in case of complications, and might also tend 
to discourage abortionists from performing the opera- 
tion, since they would be in greater danger of ex- 
Apparently, this must not have had the de- 
1955 the Soviet 


ment again reversed its stand on abortions 


posure 


sired effect because late in govern- 


1955 vo Presenr 


The Praesidium of the Supreme Soviet, in its ses- 
sion of November 23, 1955, passed a decree entitled 
“The Repeal of the Prohibition of Abortions.” In 
the commentary preceding the text it noted that the 
measures enacted by the Soviet state to encourage 
motherhood and protect infancy, as well as the un- 
interrupted growth of the consciousness and culture 
of women who participate in all areas of economic, 
cultural and social life, permits “at the present time 
the lifting of the prohibition on abortions in the legal 
sense; the prevention of abortions may be secured 
through a further broadening of state measures to en- 
courage motherhood and measures of an educational 
and explanatory nature.” ‘The decree then hints at 
the real reason for the change: “The repeal of the 
prohibition on abortions will permit the limitation 
of the harm caused to the health of women by 
abortions carried out outside of hospitals.”’ Thus, the 
Praesidium of the Supreme Soviet, “in order to give 
women the possibility of deciding by themselves the 
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question of motherhood . . . has decided to repeal the 
previous law on abortions.” 
The decree itself reads as follows: 


Article I of the Decree of the Central Executive Com- 
mittee and of the Council of Peoples’ Commissars of 
the USSR, dated June 27, 1936 is abrogated. 
Performing operations for the artificial termination of 
pregnancy is permitted only in hospitals and other 
medical institutions in accordance with an instruction 
of the Minister of Health of the USSR 

it remains a criminal offense both for doctors and for 
persons without special medical qualifications to _— 
form abortions outside hospitals or other medical 
institutions.” 


‘Thus, in the main lines, the decree is similar to the 
one promulgated in 1920. It again permits the per- 
formance of abortion and stipulates that it must be 
done only by qualified personnel in medical installa- 
tions.* Again the decree is adopted not as a positive 
measure but as one largely aimed at reducing the 
harm caused to women by illegal operations. It brings 
the problem of abortions out in the open and permits 
the state to control it and minimize damages since 
legal measures were unable to eradicate the practice. 

It is interesting, furthermore, that no publicity 
whatsoever had been given the measure as late as 
February, 1956. Outside the mention of the decree 
and its short preamble published in Izvestiya and 
Pravda there have been none of the commentaries, 
articles or editorials that usually accompany, eluci- 
date and amplify newly adopted measures to the pop- 
ulation.t A search in Meditsinski Rabotnik [The 
Medical Worker|, the organ of the Health Ministry, 
fails to reveal even the text of the decree. One might 
therefore draw the following conclusions: 

The present regime has recognized that—law or no 
law and regardless of socialist society there will al- 
ways be a substantial number of pregnant women who 
will seek abortions, for a variety of social, economic or 
personal reasons. 

As long as this is so, and as long as women are des- 
perate enough to submit themselves to abortionists and 
illegal operations, it is better to have them aborted in 
medical institutions, by physicians and under sterile 
conditions. 

‘There is no point in publicizing the decree in the 
manner in which it was done in the twenties, for this 

"According to evidence recently brought back from the Soviet Union, 

the price for an abortion is 50 roubles, married or unmarried, no 
questions asked At the artificial exchange rate this amounts to $12.50 
in purchasing power it is closer to $5.00, an insignificant sum com 
pared to what abortionists charged belore the decree. (Personal com- 


munication trom Morris H, Rubin.) 

tExecept for the following, which is drawn from the research plan of 
the Academy of Medical Sciences USSR, for 1956 through 1960 
XIII. Protecting the Health of Women, Mothers and Newborn Chil 
dren, Specific Problem No ?, CONTRACEPTIVES AND MEASURES 
10 INCREASE THE BIRTH RATI The legalization of abortions 
has required the development of measures to protect the health and 
child-bearing capacities of women who have undertaken abortions. These 
same facts pose the problem of studying new and effective contracep- 
tuves which will protect women from the necessity of operations “ 
addition to this further study of the problem of childless marriages is 

Responsible Executive: Institute of Obstetrics and Gyne- 
Academy of Medical Sciences USSR. Executor: Institute of 
Pharmacology, Experimental Chemotherapy, and Chemoprophylaxis 
Academy of Medical Sciences USSR; Institute of Experimental Biology, 
Academy of Medical Sciences USSR."’ (Translated by Scott Adams, 
librarian, National Institutes of Health.) 
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might again encourage a “light-minded attitude to- 
ward family responsibilities” and might undermine 
family stability. 

It may be surmised that physicians have received 
instructions asking them to discourage abortions, but 
permitting them to perform them if they are not suc- 
cessful. 

That, depending on the consequences of the new 
law, and its effect on the birth rate, the regime may 
again, at any time, decide to prohibit abortions, 
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OME fourteen years have elapsed since a Medical 
Progress report in this journal was last devoted to 
consideration of the pathology of diseases of bone,’ 
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reflect pressures in many other directions during 
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lack of significant progress in understanding of them. 
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cepts with a view mainly to better orientation of 
medical men generally in a field that crosses many 
specialty boundary lines. If I refer frequently to my 
own publications, it is hoped that this will not be con- 
strued as a subtle expression of narcissism or as indi- 
cating any lack of appreciation of the work of others. 


Primary Tumors or Bone 


‘The sustained interest in bone tumors is evidenced 
by the publication in recent years of monographs by 
Geschickter and Copeland® (1949), Coley* (1949) 
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and Lichtenstein® (1952). ‘The last book incorporates 
in revised form many of the individually published 
papers of the preceding decade and attempts to con- 
vey a practical working knowledge of the benign and 
malignant tumors of bone, with emphasis on accurate 
diagnosis and therapeutic indications. Progress in the 
utilization of this essential information has been grati- 
fying, on the whole, although there are still some 
radiologists who are apt to take “flyers” through un- 
awareness of the probabilities involved and of the 
limitations inherent in their medium of interpretation 
By the same token, there are still far too many pathol- 
ogists who venture opinions having a bearing on treat- 
ment or prognosis, or both, on the basis of slides alone 
without fully realizing the importance of the pertinent 
roentgenograms and of an adequate history (includ- 
ing the surgeon’s findings) for good clinical orienta- 
tion. Also, some basic general principles calculated to 
be helpful in the recognition and appropriate treat- 
ment of bone lesions that may be neoplasms are sum- 
marized in a short paper® prepared for the American 
Cancer Society in 1954. 

It seems worth while here to point out briefly some 
new or interesting facts about specific tumors of bone 
that have come to my attention since the publication 
of my book in 1952. 
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Benign Chondroblastoma 

Further experience with this distinctive benign 
tumor of bone (which is likely to originate in the 
epiphyses of large limb bones of adolescents, especially 
of the male sex) has firmly established the soundness 
of lifting it out of the morass of the “giant-cell-tumor 
variants” and classifying it among the neoplasms of 
cartilage-forming connective-tissue derivation. An oc- 
casional case is still reported as a giant-cell tumor,’ 
and occasional cases are still overrated as sarcoma, 
especially chondrosarcoma, by pathologists who should 
know better, Apropos of age incidence, I have ob- 
served an unusual benign chondroblastoma originat- 
ing in the capital humeral epiphysis of a thirty-seven- 
year-old man. ‘This patient, however, was a pituitary 
dwarf with persistent epiphyseal cartilage plates, 
whose skeletal age was estimated at eighteen years. 


Chondromyxoid Fibroma 


Increasing awareness of this late-comer to the 
field®” is evidenced by the publication of an appre- 
number of reports within the past 
several years. Although most of these tumors were 


encountered in limb bones, especially of the lower ex- 


ciable case 


tremity, a number have been described in ribs and in 
the innominate bone, and an unusual case was recent- 
ly recorded by Benson and Bass'* that involved the 
vertebral column at the level of the first to the third 
dorsal vertebra, encroached upon the spinal canal and 
caused symptoms of spinal-cord compression. The 
symptoms were effectively relieved by surgery and 
supplementary x-ray therapy. ‘The tendency to over- 
diagnoses as sarcoma” is highlighted by a case in point 
reported by Ottolenghi and Petracchi'* as chondro- 
myxosarcoma in which an entire astragalus was re- 
moved, when curettement and packing with bone 
chips would have sufficed for cure. Incidentally, 
Dahlin’® recently stressed the necessity for thorough 
curettement to avoid possible local recurrence. 

In the same paper, Dahlin also expressed the view 
that chondromyxoid fibroma and benign chondro- 
blastoma are closely related pathologically in that 
certain tumors held to be chondromyxoid fibromas 
may show fields reminiscent of benign chondroblas- 
toma, and vice versa. It is true that one occasionally 
observes tumors composed of partially differentiated 


cartilage-forming connective tissue, some of which 


appear to be developing in the direction of chondro- 
myxoid fibroma and others, in the direction of be- 
nign chondroblastoma. I have collected material 
from 8 such tumors, situated mainly in foot and 
hand bones. Although their cellularity and poorly 
differentiated character 
strong suspicion of malignant change, their clinical 
behavior has not been at all aggressive. Study of 
this group of tumors is now in progress and strongly 
supports the concept that chondromyxoid fibroma 
and chondroblastoma are closely related members 
of the same family of tumors of cartilage-forming 


are calculated to arouse a 
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connective-tissue derivation — first cousins, if not 
siblings. It seems a mistake however, and a step 
backward, not to maintain the separate identity of 
fully evolved tumors of the nature of chondromyxoid 
fibroma and benign chondroblastoma. 

In this connection, I have also observed 2 unusual 
malignant mesenchymal tumors of bone showing 
chondroid differentiation in places. These appeared 
initially in the calvarium and vertebral column re- 
spectively, and subsequently in other skeletal sites, 
apparently reflecting multicentric origin. An appro- 
priate niche for these comparatively rare, primitive 
chondrosarcomas will likewise have to be provided 
eventually in a complete classification of bone tumors. 


Benign Osteoblastoma 

An attempt has been made’® to delineate more 
clearly the pathologic nature and appropriate treat- 
ment of certain benign tumors of bone of osteoblastic 
derivation, other than classic osteoid osteoma and 
osteoma, so-called, Their recognition is of practical 
importance in that they may be mistaken for giant- 
cell tumor, though without sound justification, or for 
osteogenic sarcoma and, as such, treated more ag- 
gressively than their benign nature requires. ‘These 
benign osteoblastic tumors include the ones previous- 
ly called osteogenic fibroma by me, as well as those 
referred to provisionally as “other osteoid tissue- 
forming tumors” in my classification of primary 
tumors of bone.’ I have come to believe that there 
is no fundamental difference between these two sub- 
groups and that for all practical purposes they 
comprise a single category of benign osteoid-forming 
and bone-forming tumors, which may be appropri- 
ately designated as benign osteoblastoma. 

Most of the tumors recently reported by Dahlin 
and Johnson’ under the heading of “Giant Osteoid 
Osteoma” are undoubtedly cases in point (benign 
osteoblastomas), although a few may be plausibly 
interpreted as genuine osteoid osteomas. I am re- 
luctant to accept their proposed name, if only be- 
cause the concept of classic osteoid osteoma'*'* has 
become too firmly established and useful to be 
watered down by the inclusion of other tumors 
differing in a number of essential respects, clinically 
and radiologically, as well as pathologically. If the 
designation of giant osteoid osteoma is to have any 
usefulness within the present frame of reference, it 
might apply rather in a literal sense to the genuine 
osteoid osteomas of unusual size that one encounters 
occasionally. I have had the opportunity to observe 
2 such remarkably large osteoid osteomas, | in the 
lamina of a lumbar vertebra of a child, and the other 
in the shaft of the humerus of a young adult, which 


measured as much as 5 cm. in its greatest dimension. 


Osteogenic Sarcoma 

The problem of devising means to reduce the ap- 
pallingly high mortality in osteogenic sarcoma con- 
tinues to be of grave concern. It appears that most 
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osteogenic sarcomas, even those recognized relatively 
early, have already seeded the lungs with tumor 
emboli by the time they are ablated, although several 
or many months may elapse before these emboli are 
sufficiently large and radiopaque to be discernible 
roentgenographically. Little, if anything, is gained 
by unnecessarily drastic surgery (for example, hip 
disarticulation for tumor in the lower femur), since 
recurrence in the amputation stump is exceptional. 
Nor does it seem logical to delay surgery pending 
intense irradiation of the tumor site; even if one could 
effectively destroy the tumor in this way, which is 
doubtful, the procedure is tantamount to locking 
the barn door after the horse has been stolen. With 
this in mind, I recently advocated irradiation of both 
lung fields to supplement amputation as an experi- 
mental therapeutic procedure, in the hope of destroy- 
ing microscopic tumor foci before they become en- 
cased in a coat of armor, or at least reducing the 
spread to one or two metastatic sites that might be 
dealt with by segmental or lobar resection. That this 
is feasible is evidenced by the case reported by Gold- 
enberg,*° in which lobectomy for a solitary pulmonary 
metastasis from osteogenic sarcoma was followed by 
five-year survival. The stakes are sufficiently high to 
make it worth incurring the possible hazard of post- 
irradiation pulmonary fibrosis in the event of sur- 
vival, as a calculated risk. 


Periosteal (Parosteal or Juxtacortical) Osteogenic 


Sarcoma 

Considerable interest has been evinced recently 
in this category of unusual neoplasms.*'** They 
develop apparently through progressive active pro- 
liferation of bone-forming periosteal connective tissue 
and appear on the surface of large limb bones rather 
than in their interior. The lower femur posteriorly 
is a site of predilection, though occasionally the tibia, 
the humerus or some other long bone may be affected. 
The lesions are said to be distinguished further from 
the conventional intramedullary osteogenic sarcomas 
by their relatively slow evolution, their more favor- 
able course and their substantially higher survival 
rate.** The thesis advanced by Geschickter and 
Copeland* and by Dwinnell, Dahlin and Ghormley,’* 
however, that all bulky lesions of parosteal ossifi- 
cation represent low-grade sarcomas from their in- 
ception and should be treated by prompt amputation 
even in the absence of unequivocal histologic evi- 
dence of malignant change, seems to be an unjus- 
tified, rather extreme point of view.** To be sure, 
the pathologist must be on the alert for this serious 
complication, and it is incumbent upon him to sample 
thoroughly all the tissue submitted and particularly 
to scrutinize the fields of connective tissue closely. 
The surgeon would be well advised in treating per- 
tinent cases to require convincing proof of malig- 
nancy, rendered by an experienced observer, before 
resorting to radical surgery. 
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Nonosteogenic Fibroma of Bone 


This benign tumor continues to turn up with sur- 
prising frequency, and many clinically silent lesions 
are discovered in the course of x-ray examination of 
the part after an injury or for some other reason. 
Its x-ray appearance is so consistently distinctive® 
that, in most cases, I now believe that biopsy or 
surgical removal is elective rather than mandatory. 
In the matter of tissue examination 
by curettement and packing with bone chips), pa- 
thologists generally are now less likely to mistake the 
lesion for giant-cell tumor or to be unduly alarmed, 
because of its compact spindle connective tissue, over 
the possibility of fibrosarcoma. As for the eventual 
fate of the tumor, I have not seen any case of spon- 
taneous involution or disappearance in my own ex- 
perience, although one wonders why it is not en- 


in cases treated 


countered more often in adults. 


Giant-Cell Tumor 

The more I see of giant-cell tumors of bone, the 
more wholesome my them. Most of 
them in recent years have been aggressive or poten- 
tially aggressive tumors, graded as 2 or 2+, occa- 
sionally approaching 3 (on a 1:3 scale), although 
one must make allowance for the fact that the tumors 
that respond well to conservative treatment are not 
likely to be submitted for consultation, An appre- 
ciable number have manifested local recurrence aftet 
surgical extirpation, either in the surgical wound or 
in the operative field after resection. As notable 
cases among them, one may cite the appearance of a 
circumscribed tumor transplant in the surgical 
wound some months after curettement of a giant-cell 
tumor in the upper tibia, and in proximity to an 
extensor-tendon sheath after curettement of a tumor 
in the head of a metacarpal, as well as local recurrence 
soft parts after resection of the head of the 


respect for 


in the 
fibula and in proximity to a bone graft inserted 
after resection of the lower end of the radius. In 
these circumstances, it is difficult and startling to 
realize that at one time there were some who main- 
tained stoutly that giant-cell tumor did not represent 
a genuine neoplasm but a tissue reaction to trauma, 
hemorrhage or chronic irritation. 

The validity of grading giant-cell tumors as in- 
dicated, as a guide to appropriate therapy and with 
a view to forecasting their probable clinical behavior, 
has been fully justified by my experience and has 
been supported by that of other observers*® who 
have subjected their material to close scrutiny. To 
be sure, no method of grading tumors by cytologic 
criteria is infallible, and there be occasional 
tumors of serious import that on initial examination 
For the most part, 


may 


may appear falsely reassuring 
however, the giant-cell tumors that pursue an ag- 
gressive clinical course are tumors of Grade 2 rather 
than Grade | initially, whereas those that eventually 
become frankiy malignant (Grade 3) likewise reveal 


429 
4 
: 
‘ 
Be 
4 
ag] 
{ 


450 


a portent of this ominous tendency in previous tissue 
specimens. It seems worth noting once again that 


metastases from malignant giant-cell tumors may 
lose their original character. For example, in a case 
in point seen last year through the courtesy of Pro- 
fessor Dorothy Russell, of London, the widespread 
of the 


fibrosar- 


a giant-cell tumor 
undifferentiated 


coma and showed only a few dwarfed giant cells in 


visceral metastases of 


sacrum resembled rather 
some sites, and none at all in others. 

In the matter of age incidence, I have observed 
several bona-fide giant-cell tumors in younger pa- 
tients whose ages ranged between fifteen and twenty 
These constitute occasional exceptions to the 
rule that the odds are very 
anyone who ventures a diagnosis of giant-cell tumor 
in a patient below the age of twenty. Regarding 
less common sites of localization, I have now had 


years 


useful much against 


occasion to observe a number of proved giant-cell 
tumors in the vertebral column, in metacarpal heads 
and even in a terminal finger phalanx (recurring 
locally after curettement). It is well to bear in mind, 
however, that rarefied, more or less expansile lesions 
of vertebras, particularly in children or adolescents, 
are likelier to represent aneurysmal bone cysts than 
genuine giant-cell tumors*’ and, as such, have a 
much better prognosis. 


Ewing’s Sarcoma 


Further experience has convinced me more than 
ever that there are valid and useful pathological, as 
well as clinical, grounds for making a clear distinc- 
tion between Ewing’s tumor and primary reticulum- 
cell sarcoma (of bone marrow). So far as the patient 
is concerned, it means a difference between a sur- 
vival rate of 5 per cent (or less) and one of 50 per 
cent, The fact that this distinction may not be easy 
when one is dealing with meager biopsy specimens 
showing extensive degeneration or necrosis does not 
negate the general principle. Regarding therapy I 
to recommend irradiation 
than radical surgery. Irradiation may be expected 
to destroy the presenting tumor (if it has not already 
grown to bulky size) and to ameliorate the patient's 
It will not prevent the appearance of 
tumor foci elsewhere in the skeleton or eventual 
pulmonary metastasis, any more than surgery will, 
Since, with few exceptions, the anticipated survival 
period before dissemination of tumor is only a few 
years, five at the outset, there seems to be little point 
to subjecting the patient (and the family) to the 


am now inclined rather 


complaints, 


trauma of loss of a limb. 


Reticulum-Cell Sarcoma of Bone 


In dealing with this tumor also, if the neoplasm 
has not already destroyed the bone or invaded the 
contiguous soft parts extensively, I am inclined to 
advocate x-ray therapy, employing a total tumor 
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dose of about 2000 r. My experience, as well as that 
of others, has shown that this is capable of completely 
destroying the neoplasm and of effecting a cure, 
provided that tumor does not subsequently develop 
in other marrow sites, lymph nodes or elsewhere 
in the hematopoietic organs. 


So-Called Adamantinoma of Limb Bones 


Considerable interest continues to be evinced in 
this intriguing group of tumors, despite the fact that 
no more than about 27 cases have been reported to 
date.** Most observers in this country seem to favor 
the theory of origin from epidermoid or basal-cell 
inclusions (or both), irrespective of whether or not 
a factor of trauma is also invoked. Among pa- 
thologists in the British Commonwealth, Willis?® has 
unequivocally endorsed this stand, whereas Hicks*° 
and Lederer and Sinclair*! have advanced the inter- 
esting suggestion that “adamantinoma” of the tibia 
is really synovial sarcoma in disguise. 

Along more practical lines, clinical follow-up data 
are slowly accumulating to indicate that these tumors 
not only tend regularly to recur (locally) after at- 
tempts at surgical extirpation but may also extend 
to regional lymph nodes and even metastasize to the 
lungs. The importance of prompt ablation of the 
affected extremity once the diagnosis is clearly es- 
tablished is thus heavily underscored. 


Chordoma 


Reports continue to appear of relatively unusual 
chordomas developing at the lumbar, dorsal and 
cervical levels of the vertebral column, as well as of 
the more common ones in the sacrococcygeal region 
and the cephalad end of the axial skeleton. Among 
these, the paper by Congdon* furnishes a good deal 
of pathological detail of value, supported by clinical 
correlation. 

For chordomas developing in the coccyx or the 
sacrococcygeal area, early recognition and considera- 
tion of radical bloc excision with a view to clearance 
are of paramount importance. That the situation is 
not altogether hopeless is evidenced by the outcome 
in a case in point observed by me in which the tumor 
was still well delimited, although it had already sub- 
stantially destroyed the coccyx and was encroaching 
upon the sacrum. In this case meticulous bloc 
excision extending through the distal sacral segment 
apparently effected a cure; at all events, the patient 
is well over four years later, presents no indication 
whatsoever of local recurrence and has surprisingly 
little residual disability. 

in the management of that 
longer amenable to successful treatment by surgery, 
cognizance should be taken of the claim of Fried- 
that the result of high-voltage irradiation is 


chordomas are no 


man” 
substantially better than can be obtained by con- 
ventional technics. 
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Tumors or Periosteat Oricin 


A comprehensive discussion of tumors developing 
within periosteal connective tissue appeared last 
fall.** These comparatively uncommon neoplasms 
constitute a group unto themselves, and their patho- 
logical traits and clinical behavior must be deter- 
mined empirically, rather than inferred by analogy. 
It is only in recent years that the field has been 
explored to any significant degree, and there is still 
much to be ascertained. Specific reference was made 
to periosteal fibroma, neurofibroma, lipoma and 
chondroma as the major benign tumors in point, 
and to fibrosarcoma, chondrosarcoma and osteogenic 
sarcoma as the malignant ones. 

Also considered collaterally was the significance 
of cartilagenous or osseous metaplasia (or both) of 
periosteal connective tissue leading to the formation 
of juxtacortical tumorlike masses, and the incidence 
of eventual malignant change in such lesions. The 
position taken was one of opposition to indiscriminate 
radical surgery, advocated recently by Geschickter 
and Copeland** and by Dwinnell, Dahlin and 
Ghormley.** 


Tumors or Synoviat Bursas 
TENDON 


A critical review of this group of tumors, con- 
sidered as a single integrated unit, was published** 
last year. The conditions of osteochondromatosis 
and of pigmented villonodular synovitis, bursitis and 
tenosynovitis were also considered as tumorlike le- 
sions of debatable pathological nature. Actually, 
relatively few undisputed tumors in these structures 
are observed with any appreciable frequency. The 
benign tumors that are encountered occasionally on 
the lining surfaces of articular capsules and tendon 
sheaths are mainly of the nature of lipomas and 
hemangiomas, derived from the supporting fatty 
connective tissue and its blood vessels. 

The only primary malignant neoplasm of prac- 
tical importance is synovial sarcoma. This ominous 
lesion is being recognized with increasing frequency 
now that its specific pathological features have been 
well defined, although the problem of effective treat- 
ment is still frustrating. In the past, delay in recog- 
nition, lack of a concerted plan of attack, temporizing 
and belated awareness of the seriousness of synovial 
sarcomas have all contributed to the picture of thera- 
peutic failure. At present, a rational approach to 
the problem is still being striven for, and considera- 
tion should be given to measures, less drastic than 
initial amputation, that appear to be well conceived 
in the light of experience to date and, as such, de- 
serving of further clinical trial; specifically (in turnors 
that are still relatively small and circumscribed), as 
wide clearance of the tumor as the situation will 
permit, prompt supplementary irradiation of the 


DISEASES OF BONE 


LICHTENSTEIN 431 


tumor bed and, in view of the significantly high 
incidence of lymphatic extension, close attention to 
the regional lymphatics and nodes. The recorded 
experience to date does not indicate convincingly 
that amputation of the affected limb is an attractive 
alternative to be used indiscriminately in all cases. 


Histiocyrosis X GRANULOMA OF 
Bone, “Lerrerer—Stwe Disease” “SCHULLER— 
CuristiaAn Disease’) 


The name histiocytosis X as a convenient broad 
general designation for the nosologic entity that 
includes eosinophilic granuloma, “Letterer-Siwe dis- 
ease” and “Schiiller-Christian disease,” was proposed 
in a critical review*®® of the subject, covering espe- 
cially the period from 1944 to 1953. In this article 
an attempt was made at a comprehensive reorien- 
tation on the basis of significant recent observations. 
These have lent additional strong support to the 
concept that the conditions mentioned represent 
closely interrelated manifestations of a single malady. 
There can no longer be any doubt that “Letterer 
Siwe disease” and “Schiiller-Christian disease” rep- 
resent acute (or subacute) and chronic expressions, 
respectively, of the disseminated form of the malady. 
From the pertinent case records now available, one 
also gains the distinct impression that the lesion of 
eosinophilic granuloma represents the pathologic ex- 
pression of an early, rapidly developing reaction to 
the etiologic agent. As such, it may appear not only 
within bone, where its presence was first recognized, 
but also in other sites, notably in lymph nodes, the 
skin, the oral cavity (gingiva, palate and so forth) 
and the anogenital region, as well as in the lungs 
and possibly other viscera (if the whole picture 
were to be revealed). The recognized types of clini- 
cal involvement can be grouped under the general 
heading of histiocytosis X and still be differentiated 
from one another so that useful distinctions having 
a bearing on treatment and prognosis are main- 
tained, 

As for the Christian triad, which has received so 
much attention in the past, it is now common knowl- 
edge that skeletal defects need not be situated in the 
calvarium and that many patients likewise fail to 
exhibit either exophthalmos or diabetes insipidus 
For that matter, even when the full Christian triad 
is present, it does not necessarily establish a diagnosis 
of chronic disseminated histiocytosis X (Schiiller 
Christian disease) since it has also been observed tn 
the acute form (Letterer-Siwe disease). As for dia- 
betes insipidus in particular, it is now recognized that 
its manifestations may result directly from involve- 
ment of the pituitary body, its infundibulum or the 
tuber cinereum, in the absence of skull defects. In 
fact, skeletal defects in general should no longer be 
considered a sine qua non for diagnosis of the disease, 
since they may be absent, or if they do appear, they 
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may not become manifest until lesions in extraskeletal 
sites are already well established 

Finally, there no longer appears to be the slightest 
justification for listing “Schiiller-Christian disease” 
among the primary disorders of lipid metabolism, 
along with Niemann-—Pick disease and Gaucher's 
Actually, the cholesterol analogue of the 
last two conditions is not “Schiiller-Christian disease” 
but familial 
multiplex), 


disease. 


xanthomatosis (xanthoma tuberosum 


AneurysMAL Bone Cysr 


Although this peculiar bone lesion was named** 
in 1942, it is only within the last several years that 
pathologists, radiologists and surgeons have become 
increasingly aware of it. Observations on sizable 
groups of cases and their clinical implications have 
now been published.*’*' Interest in the condition 
has also been evinced abroad, in Holland, by Wieber- 


dink* and, in England, by Taylor‘ 


and Barnes 
Its prevalence may be judged further by the fact 
that I have observed material from as many as 45 
cases from 1948 to date, and the number seems to 
be growing steadily. 

The condition is reported most often in children 
and adolescents, and it may appear in virtually any 
bone, although the long limb bones and the vertebral 
Here, 
the x-ray picture is sufficiently distinctive to enable 
anyone the 


The affected bone site, whatever its location may be, 


column are its commonest sites of localization 


familiar with condition to suspect it 
is completely transformed and ultimately resembles 
a peculiarly expanded, blood-filled sponge that, if 
untreated, may eventually reach impressive size. ‘The 
communicating pools of venous blood within this 
reservoir are bordered by connective-tissue septa 
showing giant-cell reaction to hemorrhage and _ in- 
ordinate vascularity, as well as more or less con- 
spicuous reparative new-bone formation by way of 
attempted reconstruction 

The progress of the condition may be arrested by 
thorough curettement and also by radiation therapy 
The practical importance of its recognition, other- 
wise, lies in the fact that clinically it is often regarded 
as a neoplasm and hence may be treated more ag- 
gressively than is necessary. Specifically, the lesion 
is still sometimes mistaken for giant-cell tumor 
(atypical, subperiosteal giant-cell tumor, so-called 
for hemangioma and even for osteogenic sarcoma, 


although without any real justification. Significant 
information regarding therapeutic indications is now 
available, and, in particular, one is becoming increas- 
ingly aware of the hazards of injudicious treatment, 


of prolonged neglect of the condition and of attempts 


to treat lesions of the vertebral column by surgery 
primarily. 
Hereprrarny Ocnronosis 
For those who have not already seen it, brief 


mention is made here of a recent paper*® describing 
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the gamut of pathologic changes observed in fully 
developed ochronosis and attempting to bring the 
condition into sharper focus in the light of recent 
pertinent advances in genetics and biochemistry. Far 
from being a harmless curiosity, as is often implied, 
hereditary ochronosis results eventually in more or 
less disabling arthritis and ankylosing spondylitis of 
a specific nature. The development of calcific aortic 
stenosis is another serious sequel, observed in 2 au- 
topsied cases, Still other deleterious effects are severe 
arteriosclerosis, ochronotic nephrosis, pigment depo- 
sition in the pancreatic islets and the formation of 
pigment calculi in the urinary tract. 


Parno.tocic CHances «in Gour 


Renewed interest has been manifested in gout in 
recent years, and although much still remains to be 
clarified, the advances of the past decade are un- 
doubtedly impressive. Appreciable insight has been 
gained into the basic nature of this intriguing disorder 
of purine metabolism, and this has had its practical 
application in more effective treatment. In keeping 
with these clinical and biochemical advances, an 
attempt has been made by Lichtenstein, Scott and 
Levin*® to keep the fund of pertinent pathological 
observations up to date. This paper, which will be 
available shortly, surveys the findings in 11 autopsied 
cases and discusses the gamut of pathologic changes 
observed in fully developed, chronic tophaceous gout, 
particularly the skeletal, cardiovascular and _ renal 
alterations. A detailed account is rendered of the 
findings in | of these cases, an instance of chronic 
deforming gouty arthritis of unusual severity, charac- 
terized further by remarkable calcification and ossi- 
fication of tophaceous deposits. 


DeveLopMENTAL ANOMALIES 


Even cursory consideration of the accrued clinical 
and pathological data pertaining to the manifold 
systematized anomalies of skeletal development would 
require a lengthy article in itself. Suffice it to point 
out here, for those who are not already familiar 
with it, that the atlas presented by Sir Thomas Fair- 
bank*’ in 1951 provides convenient basic orientation, 
as well as many valuable observations on specific 


disorders. 
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IODIDE “MUMPS” AFTER INTRA- 
VENOUS UROGRAPHY* 
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Jay M.D.t 


NEW YORK CITY 


ALIVARY-gland swelling is an infrequent mani- 

festation of “iodism” or iodide idiosyncrasy, oc- 
curring after therapy with inorganic iodine com- 
pounds. Its appearance may suggest the possibility 
of mumps or stone in the salivary ducts and lead to 
embarrassing, tedious and sometimes costly investi- 
gations. The following cases are reported because 
salivary-gland swelling occurred as a sequel to 
travenous urography with new organic iodide prepa- 


in- 


*From the Department of Medicine, Beth Israel Hospital. 
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and sodium 


rations, diatrizoate sodium (Hypaque) 
methylglucamine diacetylamino-triiodobenzoates (Re- 
nografin), and introduced the diagnostic possibilities 
of epidemic parotitis and salivary-duct calculus. 


Case Reports 


Case 1. M.E., a 68-year-old merchant, complained of 
right-sided facial swelling and tenderness. He had recently 
had a complete medical survey, and no organic disease was 
uncovered. Physical examination revealed an _ afebrile, 
normal man with obvious swelling of the right and enlarge- 
ment of the left parotid gland on palpation. Upon further 
questioning, it was learned that he had undergone intra 
venous urography 2 days before he became aware of the 
facial prominence. After a preliminary test dose, his 
urologist had injected 30 ml. of Hypaque intravenously, 
after which there had been no reactions. Renal function 
had proved to be completely normal by this examination, 
as evidenced by prompt visualization of the kidneys, pelves 
and ureters of both kidneys. X-ray study gave no evidence 
of stone in the salivary-gland regions. The swelling had 
completely abated at the end of 6 days 


Case 2. B.H.T. MacK., a 62-year-old engineer, entered 
Beth Israel Hospital for the Ist time because of weight loss, 
nausea and vomiting. Nothing in his past or present history 
suggested a cause for salivary-gland disease. His history 
disclosed an old shrapnel wound involving the ieft side of 
the chest and pulmonary tuberculosis followed by left-sided 
fibrothorax 30 years previously. As a part of a clinical 
survey, cholecystography was performed on January 17 
1956. 6 days later, an intravenous pyelogram was performed 
with 20 ml. of Renografin. ‘Two days later both submaxillary 
glands grew to the size of small plums. On the following 
day, they had begun to diminish in size and, 6 days later, had 
returned to normal size, Because of the recent intake of 
organic iodide, the age of the patient, the absence of fever 
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as the diagnosis 
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exposure 


Discussion 


salivary- 
organic 


These cases of “iodide” relate 


swelling to 


mumps 


vland recent administration of 
iodides 
iodides are valuable agents for contrast 


and are widely employed in radiology. 


Organi 
visualization, 


Fortunately, immediate, dangerous side effects are 


infrequent, and these substances may be given if 


recommended precautions are followed before and 
during their Although the risk of 
immediate reactions, characterized by urticaria and 


administration. 


laryngeal edema, is well recognized, iodism and de- 


layed serum sickness, consisting of fever, arthralgia, 
lymph-node enlargement and eosinophilia, have not 
been reported.’ Chronic iodide poisoning, or so- 
called iodism, is usually a sequel to iodine therapy 
with 


inorganic compounds and will occur in all 


persons if the dose is high enough. The symptoms 
were well known during the preantibiotic era, when 
these substances were often employed in the treat- 
ment of Respiratory manifestations are 
usually initiated with increased salivation, brassy and 
burning taste teeth 
Coryza and its attendant unpleasantness 


Fluid 


pulmonary edema, particularly 


syphilis 
in the mouth and soreness of the 
and gums 
re prominent accumulation in the 
may lead 
susceptible cardiac patients with early failure of the 


pulmonary 


tree 


left ventricle reactions involving the 


and 


Inflammatory 
larynx 
sometimes fatal, 


salivary glands, pharynx, tonsils may 


appear. Skin lesions, have been re- 


ported as iododerma. Gastrointestinal disturbances, 


such as anorexia, nausea, vomiting and diarrhea 


have been described. Cachexia, fever and depression 
have all been included in the clinical state known as 
‘iodism.’ 

Since 
that ordinarily contain chloride, 
that the 


secretory 


iodide is present in all exocrine secretions 
it is not surprising 
related to the 


-juice, 


iodism are 
concerned with 


At low rates of secre- 


symptoms of 
processes gastric 
saliva and sweat production. 
iodide in saliva may be 
Except for its thyroid 
follows that 


bromide, 


tion, the concentration of 


thirty times that in plasma 
localization, the 
of the 
largely 


ment It 


distribution of iodide 


other halides, chloride and being 


confined to the extracellular-fluid compart- 
red blood cell and may ex- 


in the 


can enter the 


change with a small amount of chloride fixed 


tissue cells, It differs from chloride in its spinal-fluid 
distribution since large increases of the plasma iodide 
level are not appreciably reflected in the spinal fluid.* 

The chief and 
the kidneys vie with the thyroid gland for this halide 


25 pe! 


excretory route of iodide is renal, 
Its plasma clearance is 50 ml. per minute, or 
cent that of inulin clearance in man. Unlike bromide, 
which cumulates because of preferential renal excre- 
tion of chloride, iodide is excreted independently of 


chloride, its renal clearance being constant over a 
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very wide range of plasma concentrations. Patients 
on diets low in sodium chloride will therefore have 
no impairment of iodide excrétion provided renal 
function is intact. As is often true with other drugs,®” 
annoying cumulation of iodides will much 
sooner when there is marked renal impairment, and 
symptoms of iodism will appear more frequently if 
these substances are used in the course of renal in- 
sufficiency. This may be more important in patients 
who are not undergoing renal investigation and who 
would therefore be less likely to be studied from the 
point of view of renal decompensation. When mul- 
tiple contrast visualization is contemplated, it seems 
a wise precaution to employ intravenous technics 
first, to avoid subsequent dangerous anaphylactoid 
reactions, which are more likely to follow parenteral 
or intravenous therapy. 


occur 


SuMMARY AND CONCLUSIONS 


Two cases of salivary swelling that followed the 
intravenous administration of organic iodides 
presented, Both appeared two days after exposure 
and disappeared within a week. The history of re- 
cent exposure to organic iodides during contrast 
visualization should be a consideration in the dif- 
ferential diagnosis of parotid or submaxillary adenitis 


are 


in adults. 
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ABSENCE OF BETA-GLOBULIN FRACTION 
IN THE SERUM PROTEIN OF A PATIENT 
WITH UNEXPLAINED ANEMIA* 


Report of a Case 


Pu.D.,7 AND 
B.S.t 


Cecinia 
Dorotuy THomas, 


PHILADELPHIA 


N the following case the beta-globulin fraction was 
almost completely absent from the serum protein. 


Case Report 


An 85-year-old woman was admitted to the hospital for 
the Ist time on May 8, 1953, with the chief complaints of 


*From the Department of Clinical Pathology, Lankenau Hospital 
tBiochemist, Lankenau Hospital 
tAssistant biochemist, Lankenau Hospital. 
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weakness, dizziness, dyspnea and some edema of the ankles 
At this time the hemoglobin was 3.1 gm. per 100 ml., and 
the red-cell count 1,040,000. She was in cardiac failure 
A number of blood transfusions relieved symptoms and in- 
creased the hemoglobin to 9.5 gm. per 100 ml. She was dis- 
charged with no diagnosis of the cause of the aneriia. Sub- 
sequently, she returned to the hospital every few months 
for the next 3 years. During this period, in spite of numerous 
transfusions, the hemoglobin concentration never rose above 
7 gm. per 100 ml, Bone-marrow studies showed erythro- 
genic hyperplasia, and a gastric test meal showed free hy- 
drochloric acid. Stools were reported as containing occult 
blood on some occasions, and none on others. Repeated 
x-ray study of the gastrointestinal tract revealed nothing ab- 
normal except 3 duodenal diverticula. Cystoscopic examina- 
tion showed chronic cystitis; Escherichia coli was cultured 
from the urine. During this period the patient received over 
10 blood transfusions and much medication, including fer- 
rous sulfate, crude liver extract, Lextron, Lirumin, Rubra- 
mine, vitamin B,» and folic acid. The administration of 
iron probably accounts for at least some of the positive oc- 
cult-blood tests in the feces. Clinical improvement was 
manifested only after blood transfusion. Diagnosis of the 
origin of the anemia could not be made. 

Two months before death a blood urea nitrogen of 50 mg 
per 100 ml. was noted, and 1 month later the patient was 
hospitalized because of a stone in the right ureter and renal 
enlargement. She died on January 25, 1956. Post-mortem 
examination disclosed a normal left kidney, pyonephrosis 
of the right kidney, with renal abscesses, and a calculus in 
the right ureter. The spleen, abdominal lymph nodes and 
liver showed advanced hemosiderosis, with early lobular 
fibrosis of the liver. The vertebral marrow was cellular, 
with active normoblastic and granulocytic proliferation. The 
cause of the anemia was not ascertained 

Filter-paper electrophoresis on serum obtained 2 days be- 
fore death revealed an extremely low or absent beta-globulin 
fraction, and electrophoresis of blood obtained at post 
mortem study confirmed this finding (Fig. 1) 
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Fioure |. “Electrophoretic Patterns in a Patient with Anemia 
of Unexplained Cause. 


Discussion 


The beta-globulin fraction of the serum proteins 
contains the iron-binding globulin (transferrin, sidero- 
phyllin) by which iron is transported to the tissues. 
The almost complete (or complete) absence of this 
protein fraction would mean that the normal pathway 
of transportation of iron was not available. Also, it 
might thus be impossible to effect a transfer of iron 
from ferritin to the circulating iron-binding protein. 
Analyses of the serum revealed an iron content of 75 
microgm. per 100 ml. (normal average, 110 micro- 
gm. ). The unsaturated iron-binding capacity was 0), 
indicating that if this patient had any iron-binding 
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protein it was completely saturated and that she had 
no reserve protein for use in increasing the amount 
transported. Since electrophoresis showed practically 
no protein available for combination with iron, it is 
iriteresting to speculate whether the iron found in the 
serum was present as inorganic iron. The method of 
analysis makes no differentiation, and dialysis was 
not done. This lack of reserve protein explains why 
the administration of ferrous sulfate produced no im- 
provement. 

In addition to the anemia this patient had had a 
chronic cystitis for some time, and on her next to last 
admission was found to have a stone in her right 
kidney, with pyonephrosis. ‘The stone may have ex- 
isted for some time, but she did not complain of pain 
from this source on earlier admissions. A low iron- 
binding capacity, as evidenced by determination of 
serum iron and iron-binding capacity, has been re- 
ported in cases of chronic infection. However, in 
such patients some unsaturated iron-binding protein 
has always been present, as evidenced by an increase 
in serum iron on addition of ferrous sulfate 

The patient was found at autopsy to have extensive 
hemosiderosis deposits in many tissues, including the 
liver, spleen, pancreas and, especially, the lymph 
nodes. Suc h large tissue deposition seems to argue tor 
the presence of transferrin to transport iron to these 
tissues, but she had at least 40 blood transfusions 
during a three-year period, and iron deposits could 
have resulted from the transferrin (and hemoglobin 
present in the transfusion blood, ‘The presence of such 
extensive hemosiderosis might also be advanced as a 
reason for considering the lack of beta globulin to be 
due to a blocking (and consequent nonfunctioning) of 
the reticuloendothelial system that is, that the lack 
of beta globulin is the result of a nonsynthesis at a 
late stage ol the disease (if the reticuloendothelial 
system is concerned in the synthesis of this protein 
and not per se the cause of the anemia However, it 
seems unlikely, if the reticuloendothelial system is in- 
volved in protein synthesis, that one protein fraction 
would be affected to the exclusion of others. It is un- 
fortunate that electrophoresis on blood at earlier 
stages ol the disease was not done 

It seems possible that this patient's anemia resulted 
from a lack of beta globulin. No previous report of 


such a condition has been found in the literature 


BY THE LONDON POST 
Divine Healing — Home Care 
Joun Lister, M.D 


LONDON, ENGLAND 


HE British Medical Association recently published 

a report on divine healing that was prepared in 
response to a request from the Commission set up by 
the archbishops of Canterbury and York. The Com 


mission was anxious to know whether the medical pro- 
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fession could produce evidence of spontaneous re- 
coveries from apparently incurable diseases, or of ac- 


celerated recovery from serious illness, that followed 
ich spiritual ministrations as the laying on of hands, 
unctions or healing services, ‘They also asked for the 
medical protession’s views on whether such practices 
ever caused patients to delay seeking medical advice. 
The committee of the Association that prepared the 
evidence sent out a questionnaire to a number of 
doctors, and this was completed by 70 physicians. 
Unfortunately, the material submitted in the replies 
was meager and uncritical, The committee found no 
definite evidence of spontaneous recovery among the 
repli It pointed out that there are difficulties in 


assessing a cure. ‘The patient’s criterion of cure 1s 


freedom from symptoms whereas the doctor requires 
that there shall be 


Furthermore, the natural history of many diseases is 


a restoration of normal functions. 


characterized by spontaneous relapses and remissions, 
but the symptoms in psychosomatic disorders are 
notoriously variable in severity. ‘The committee be- 
lieves that most cures claimed for spiritual healing are 
explained by mistaken diagnosis or prognosis, or by 
spontaneous remissions. It was informed of a few 
patients who apparently suffered as a result of delay 
in consulting a doctor, and, as might have been ex- 
pected, several of these related to Christian Science 
teaching and prac tice 

In spite of these largely negative findings in its 
investigations, the committee had no doubt about the 
value of religion in assisting the patient in his illness 
Although unable to make any definite statement about 
the value of such ministrations as healing services and 
the laying on of hands, the members believed that the 
patient may be helped by an attitude of mind free 
from fear and morbid apprehension and were con- 
vinced of the value of public or private prayer in this 
respect 
vreat 


Indeed, the stressed the 


tance of reliwion in keeping up the patient s morale in 


comiittee 


a serious illness. Although such a method of keeping 
up morale may be chiefly the concern of the clergy- 
man, the physician, by his quiet confidence, may do 
much to give the patient reassurance and peace ol 
mind 

This view, of course, is not easily accepted by mem- 
bers of the clergy who hold strong views on what may 
be called faith healing and it is with suc h persons that 
co-operation between the physician and priest be- 


comes difficult. ‘This has been stressed in the corre- 


spondence stimulated by the publication of the british 


Medi al One 


points out that in their approach to disease the physi- 


Association report. correspondent 
cian and the priest may be almost diametrically op- 
posed because Church blind faith 
whereas the doctor is taught to accept only knowledge 
Such differ- 
ing points of view are confusing for the patient, and if 
intelligent, he is likely to want to reject either one o1 


the insists on 


founded on observation and experiment 


the other. 
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It seems clear that there are considerable dangers in 
any suggestion of dual care of the patient. In his best 
interests he must remain under the single care of his 
physician, and co-operation with the clergyman is 
likely to be most beneficial when this is restricted to 
the practice of the orthodox ministrations of the 
Church, which can play an important complementary 
part in the management of many cases. The only ex- 
ception to this principle is probably in cases of func- 
tional disorders in which the physician believes that 
the priest is likely to be of much greater help to the 
patient than any physical medicine. Most doctors 
would probably agree that collaboration between the 
clergy and the physician is desirable and should be 
beneficial to the patient. It could, however, have the 
reverse effect if the difficulties were not appreciated 
and if either profession sought the credit for the cure. 
The object is to restore the patient to health, and all 
means must be used. In physical illness the physicians 
and surgeons may perhaps humbly be regarded as the 
instruments of the Divine, and the ministers of the 
Church must support them in their work and give 
their patients all the spiritual encouragement possible. 
It must surely never be a question of “prayers before 
penic illin.” 

* * 


One of the main anxieties both to those working in 
the National Health Service and to those administer- 
ing it is the rising demand upon the hospitals. The 
number of patients admitted to hospitals within the 
Service has risen year by year since 1949. Many of 
the hospitals inherited by the Ministry of Health are 
obsolete, and strong views have been expressed by 
many senior consultants on the urgent need for exten- 
sive rebuilding and for implementing the program of 
new building approved by the Government last year. 
Unfortunately, the cost of such work continues to rise, 
and the hospital service is by far the most expensive 
part of the National Health Service. Because of this, 
and because there are many who believe that the right 
place to be sick is at home, there is a current emphasis 
on the advantages of home care. In an introduction 
to a symposium on home care and nursing in the 
Practitioner, Dr. G. E. Godber has pointed out that 
the Service depends primarily upon comprehensive 
home care, with hospitals and specialist services only 
for diagnosis and treatment of illness outside the scope 
of the family doctor and his supporting team. The 
extent of this supporting team is probably not fully 
appreciated. ‘The modern general practitioner has 
available a whole series of facilities provided through 
the medical officer of health. include 
home nurses, midwives and mental-health workers. 
In addition he is able to recommend that domestic 
help be provided in cases of need through the Local 
Authority Home Help Service 

The general practitioner can also avail himself of 
the health visitors, whose work has 


local ‘These 


the services of 
probably been as instrumental as any other influence 
in reducing infant mortality. As the Times has 
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pointed out, the health visitor was launched against 
the Edwardian complex of poverty and parental ignor- 
ance of the elements of healthy living that was handi- 
capping children because the ordinary doctor was 
virtually unable to cope with it. ‘Today, she visits most 
households with young children each year and sees the 
older children at school. The scope of her work has 
recently changed as general living conditions have 
improved, and since she is at present always a trained 
nurse, she is available for assisting households whose 
difficulties derive from such conditions as tuberculosis, 
diabetes, chronic illness or old age. 

Quite apart from the assistance offered to the gen- 
eral practitioner by the services of such people as 
these, he is able, through the domiciliary service of the 
National Health Service, to call upon hospital con- 
sultants to visit patients in their homes. ‘Thus, at no 
cost to the patient a general practitioner may obtain 
consultant advice at the patient’s own bedside and 
continue to care for the patient in his home. With all 
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CASE 42351 
PRESENTATION OF CASE 


A sixty-three-year-old schoolteacher was admitted 
to the hospital because of dyspnea 

Four months previously he was admitted to an- 
other hospital for three months because of an acute 
myocardial infarction. While he was hospitalized, 
there were episodes of pain in the chest that re- 
sponded poorly to nitroglycerin and rest, and were 
occasionally associated with a cough productive of 
blood-tinged sputum. He was discharged, improved, 
on Dicumarol. About four hours before entry he be- 
came acutely dyspneic and coughed up blood-tinged 
sputum. Pulmonary rales and hypotension were 
noted by his physician. 
Physical examination revealed a well nourished, 
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these facilities at his disposal it should be possible to 
lighten the load on the hospital service, and the proper 
use of the services provided should help to restore the 
family doctor to his rightful position of being the 
backbone of the profession. Many general practition- 
ers are doubtless fully aware of the opportunities 
available. On the other hand there are many who are 
overworked and frankly glad to be relieved of the care 
of seriously ill patients. The same thing may be said 
of many relatives of patients requiring constant nurs- 
ing care, but not strictly needing hospitalization. 

It is clearly important to regard the whole range of 
medical care available under the Service as a unit, the 
facilities in hospital and in the home being comple- 
mentary to each other. The vast national expense 
involved puts a great responsibility upon those work- 
ing in the Service and those sharing its benefits to use 
any of the facilities with discretion. At present there 
is no doubt that the right trend is toward shifting the 
emphasis from hospital care to home care 


dyspneic, cyanotic man. ‘The veins of the neck were 
not distended, Examination of the chest showed 
coarse, bubbling rales throughout both lung fields 
The heart was slightly enlarged to the left. There 


Ficure 1. Roentgenogram of the Chest Taken on Ad 

mission, Showing Moderate Enlargement of the Ventricle 

and Prominent Vascular Markings, Particularly Conspicuou 
in the Right-Upper-Lung Vield 


was atrial fibrillation at a rate of 140. No murmurs 
were audible. Examination of the abdomen was 
negative. ‘There was no peripheral edema 

The temperature was 100.4°F., the pulse 120 and 
irregular, and the respirations 30. ‘The blood pressure 
was 95 systolic, 55 diastolic 


Ihe urine gave a + test for albumin. Examina- 


. 
3 
: 
: 


~~ 


tion of the blood revealed a hemoglobin of 12.6 em 
100 mil 19,600, with 


86 per cent neutrophils. The prothrombin content 


per and a white-cell count of 


was 18 per cent. Culture of the sputum grew out 
abundant alpha hemolytic 
Haemophilus influenzae: 


streptococci and a few 


three specimens were nega- 


Figure 2. Electrocardiogram 
tive for acid-fast bacilli. X-ray films of the chest 
demonstrated cardiac enlargement, chiefly the 
region of the left ventricle; the upper lobe of the 


right lung showed a diffuse, patchy, linear infiltration, 
with several more radiolucent areas in the apical seg 
ment; the pulmonary vessels were engorged ; a calcific 
lesion was noted in the posterior basal segment of the 
lobe, and there was calcification in the 
(Fig. | An 


showed a normal sinus rhythm at a 


lower 
hilar 


right 


right region electrocardiogram 
after digitalis 
rate of 70; the PR and QRS intervals measured 0.12 
and 0.10 seconds, respectively; the ST segments were 
slightly elevated in Lead 1, markedly depressed in 
$3 and aVF, significantly elevated in Lead 
the ‘I 
waves were inverted in Lead | and diphasic in Leads 
V, and \ 

aVL (Fig. 2 


With digitalis, Mercuhydrin, oxygen and penicillin 


Leads 2, 


aVL and depressed in Leads V, and \ 


the Q waves were very small in Lead 


therapy the chest became clear except for basal rales; 


the blood pressure rose to normal, and the pulse be- 
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came regular and fell to normal. The patient con- 
On the 


day of admission there was an episode of mild oppres- 


tinued to cough up blood-tinged sputum. 


sion in the chest anteriorly. Dicumarol was continued 
during the first three hospital days and then omitted. 
The prothrombin content during this time rose from 
12 per cent to 42 per cent. On the third hospital day 
there was another episode of oppression in the chest 
that was relieved with oxygen. On the fifth hospital 


Figure 3, Roentgenogram of the Chest Taken on the Fifth 


Hospital Day, 


day atrial fibrillation was again noted. X-ray films 
of the chest demonstrated an increase in the diffuse, 
patchy, linear infiltration in the right upper lobe; a 
simular infiltration was now seen in both lung fields, 
and there was an area of density with consolidation 
the left 
teriorly in the right pleural space (Fig. 3 


involving lower lobe; fluid was noted pos- 


With 
Cedilanid, given intravenously, and quinidine the 
cardiac rhythm reverted to normal. On the next day 
there was an acute episode of precordial pain that 
was associated with pallor, perspiration and dyspnea. 
An electrocardiogram showed no significant change. 
During the evening he was noted to be perspiring, 
cyanouc and cold, with an unobtainable blood pres- 
sure, a weak thready pulse, gasping respirations and 
bubbling rales throughout the chest. 

He died five hours later, on the seventh hospital 


clay 


Dirverentiat. Diacnosis 


Dr I should like to see 
what I can do with this protocol without the usual 


jRYAN WILLIAMS, JR.*: 


help from the x-ray films or Professor Einthoven’s 
somewhat fickle galvanometer string. ‘This man’s ill- 
ness began with a myocardial infarct about four 


months before admission. ‘The course was protracted 


for an uncomplicated myocardial infarct, and the his- 


*Clinical assistant in medicine, Massachusetts General 


Hospital 


= 
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tory of blood-tinged sputum, chest pain and dyspnea 
suggests that he had pulmonary infarcts at that time. 
The acute episode for which he was admitted to the 
hospital was characterized by dyspnea and hemop- 
tysis. He was noted to have transient attacks of atrial 
fibrillation. ‘The white-cell count was somewhat ele- 
vated and the hemoglobin was slightly low, but the 
prothrombin time was within the range that most of 
us accept as being therapeutic and yet relatively safe 
This acute episode responded to a little necessary 
“polypharmacy,” but in the next week he had an- 
other transient episode of atrial fibrillation; in addi- 
tion, he had pain in the chest, dyspnea and pulmo- 
nary edema. The last day was very stormy, with pul- 
monary edema and shock. 

A note is made in the protocol that culture of the 
sputum yielded some organisms that may have been 
part of the normal flora. Occasionally, pneumonitis in 
an adult may be caused by Pfeiffer’s bacillus, but most 
adults seem to be as resistant to this organism as 
children are susceptible to it. Pneumonia caused by 
H. influenzae is characterized by hemoptysis through- 
out its course and not merely in the acute phase 
This is presumably due to the proclivity of this or- 
ganism to ulcerate rather than to suppurate. ‘This is 
mentioned as an aside. I do not think that the pa- 
tient under discussion had a respiratory-tract infee- 
tion. 

Could this patient have died of a complication of 
the Dicumarol therapy? We are always alert to this 
possibility in any patient on anticoagulants. ‘There 
was no evidence that he had massive exsanguination 
There was no progressive distention of the neck veins 
or pulsus paradoxus to suggest a slow accumulation 
of blood in the pericardial sac, either from a hemor- 
rhagic pericarditis secondary to a myocardial infarct 
or from a slowly rupturing heart. Although it is en- 
tirely possible that the last episode was caused by a 
cardiac rupture, I should not think that it was the 
primary difficulty. 

Despite the fact that the patient first had a myo- 
cardial infaret, I think that the last week was prob- 
ably characterized by repeated pulmonary infarcts, 
which contributed significantly to his death. ‘This 
idea is supported by the transient atrial fibrillation, 
which frequently occurs in repeated pulmonary em- 
boli. The other symptoms are relatively nonspecific 
in themselves. 

By this initial speculation two other avenues of 
speculation are opened: one is the origin of the em- 
boli to the lungs, and the other, the question whether 
there was an associated recent myocardial infarct 
Despite the fact that emboli from mural thrombi 
occur in patients with myocardial infarcts, there is 
still about a 3:1 chance that emboli to the lungs 
come from the veins of the legs. Infarction of the 
right atrium is unusual, as is that of the right ven- 


tricle, presumably because there is some nutrient to 


these thin-walled chambers from the cavitary blood 
Most of the mural thrombi from the right side of the 
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heart are from septal infarcts. In the absence of pe- 
ripheral venous disease, the best I can do is play the 
odds on whether these emboli came from the veins 
of the legs, which furnish most of the emboli even in 
patients with myocardial infarctions, or from the 
right side of the heart. I think they may have origi- 
nated in the lee veins. 

It is interesting to speculate about whether the 
patient had a recent myocardial infaret, perhaps 
precipitated by the pulmonary emboli, We are all 
aware of the relation between acute myocardial in- 
farets and pulmonary infarcts in patients with pre- 
existing impaired coronary circulation 

In summary, I think that the patient had an old 
myocardial infarct, a recent myocardial infaret and 
multiple pulmonary infarets during both the previous 
and the final illnesses. ‘The leg veins were the most 
likely source of the pulmonary emboli, although they 
may have arisen from a mural thrombus. He may 
have had a rupture of the heart. I should like to 
stick to these diagnoses, regardless of what shows up 
when the lights in the X-ray box come on; I should 
like to abandon any privilege Ismay have of changing 
my mind after I see the films 

Dr. Freperick M. ‘Tomek: In the x-ray ex- 
amination of the chest made on admission the heart 
appears moderately enlarged; the left ventricle is the 
chamber predominantly involved. ‘The pulmonary 
vessels are congested, In the right-upper-lung field 
the bronchovascular markings are definitely more 
prominent than elsewhere, although the appearance 
there is still apparently due only to pulmonary vas- 
cular congestion, as far as I can tell (Fig. 1). I do not 
believe I can say that there is any definite pulmonary 
infiltration there. The radiolucency of the right-low- 
er-lung field is interesting. On the lateral view there is 
a suggestion of some posterior displacement of the 
lower portion of the right major fissure and possibly 
a slight upward bulge of the right minor fissure. It ts 
conceivable that there is some obstructive emphysema 
involving the right middle lobe, but the findings are 
not clear-cut. ‘The localized emphysema is not ob- 
vious on another posteroanterior film made the same 
day. There is blurring of the left leaf of the dia- 
phragm and a pleural effusion on the left. ‘The pa- 
tient has a low flat diaphragm and increase in the 
anteroposterior diameter of the chest. Four days 
later there is a marked increase in the degree of pul- 
monary vascular congestion; all portions of the lung 
now appear to be involved (Fig. 5), There is a pleural 
effusion of moderate size at both bases. The density 
mentioned in the protocol, I believe, is in the right- 
lower-lung field rather than the left. I do not identify 
that in the lateral view. It could be a localized pneu- 
monitis or edema J suppose that it could be a pul- 
monary infarct, but the appearance is not specific 

Dr. Benyamin Castteman: I gather, Dr. Wil- 
liams, that these findings are in line with the diag- 
nosis you have made; they would not sway you 

De. Witttams: I should rather not say! 


isk! 
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De. Castieman: Dr. Currens, what do you think 
this man had? 
De. James H. Currens: 


is, the atrial fibrillation 


that 


that developed is unusual 


The arrhythmia 


in the garden variety of myocardial infarction except 
possibly with involvement of the lateral wall of the 
left ventricle, which is suggested by the electrocardio- 
gram. I do not know whether it is due to the tech- 
nic, but in the second film there seems to be more 
prominence of the hilar vascular markings, suggest- 
ing thrombosis of the pulmonary arteries on the basis 


of recurrent emboli 


Dre. Tomenm: They were both taken at the 
same time. The second film was probably taken be- 
cause of inadequate exposure on the first. I think 


a matter of technic. 
Dr. Friedlich, you saw this pa- 


the difference is 

Dr. CASTLEMAN: 
tient. Will you comment? 

Dr. ALLAN L, Friepuicn: There were two points 
that bothered us. One was the atypical feature of the 
initial episode of pain, which was pleuritic from the 
onset and was diagnosed as myocardial infarction in 
the outside hospital. The electrocardiograms, I as 
not allowed to talk about 


sume, we are 
De. Winttams: Let’s discuss them now 
De. ‘The first electrocardiogram was 


read by Dr. Williams himself; he interpreted it as “an 
abnormal electrocardiogram, suggesting a recent, high 
as evidenced by the ST- 


Lead aVL 


and reciprocal changes in Leads 2, 3 and aVF; a sec- 


lateral myocardial infarct 


segment elevation, ‘T-wave inversion in 
ond tracing with precordial leads one interspace 
higher than usual may aid in determining the changes 
seen in Lead aVL in the present tracing ” In the 
second tracing two days later he saw no significant 
change 
Dp 


surface of the heart 


Lead aVL “looks at” the lateral 


not 


WILLIAMS 
therefore, changes that are 
found with the usual precordial leads may be picked 
up in that lead If the precordial leads are placed 
one interspace higher than usual, a high lateral in- 
farct be detected 
Dr 


you interpreted this as a recent myocardial infarct 


may 
CasTLeMAN: I gather from this report that 
You said nothing about an old infaret 

Dr. In the 
elevation I think one is obliged to call it recent until 


presence of ST-segment 
the previous history is known. Persistent S'T-segment 
elevation may be noted in an aneurysm of the heart 
developing after a myocardial infaret 

Dre, 
usual about this case was that when the patient was 
not dyspnei the film 
changes suggesting an infiltrative lesion in the right 


‘The second point that was un- 


X-ray showed tremendous 
lower lobe, advancing very rapidly, For that reason 
we leaned toward an infiltrative process and away 
from infarction or congestion 

Dr. W. Cronkuirre, Jr: The 


only 


retrospective comment that I have is that I wish we 


had 


had Dr. Williams’s restraint. Havine ordered 
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those x-ray films, however, we felt obliged to look at 
them. On the first set we were so convinced that 
the process was in the upper lobe rather than the 
lower lobe that I asked Dr. Kenneth T. Bird to see 
the patient. He agreed that he could not explain the 
changes on a cardiac basis and thought tuberculosis 
was the most likely diagnosis. As the course became 
worse and worse, we actually started to treat the pa- 
tient concurrently with antituberculosis drugs. When 
the second set of films showed that the lower lobes 
were involved, we were less certain about the diag- 
nosis of tuberculosis. 

De. CastLeMaN: Dr. Pittman, have you a com- 
ment? 

Dr. Heven S. Prrrman: 
of the lungs. 

Dr. CastLeEMAN: Not infarction? 

Dr. Prrrman: ‘The only thing at all suggestive of 
an infarct that I can see from here is the shadow 
along the left side of the heart above the diaphragm 
in the first film. My money is on congestion and not 
infarction. My mind, too, was made up before I saw 
the films; I did not change it after I saw them. 

Dr. Witttams: In 1940 Hampton and Castle- 
man®* described linear infiltration as evidence of old 
Is this the same thing that we 


I think this is congestion 


pulmonary infarets 
are seeing now ? 

Dr 
like this; they were much more definite. 
agree, Dr. Tomchik ? 

Dr. Tomenmk: Yes; these look like pulmonary 
vascular congestion, not like a scar of an infarct. 

Dr I notice that the serum trans- 
aminase was not determined 

De. Cronkuire: That was my own personal re- 
bellion 


CasTLEMAN: ‘The infiltrations were not quite 


Do you 


CASTLEMAN: 


DIAGNOSES 


Multiple pulmonary emboli. 
Coronary-artery disease. 
Myocardial infarction. 


Luberculosis. 


Dr. Bryan Jr.'s, DiaGnoses 


Myocardial infarcts, old and recent. 
Multiple pulmonary infarcts, with emboli originat- 
ing in leg veins. 


ANATOMICAL DIAGNOSES 


Myocardial infarction, recent and old. 
Pulmonary congestion, severe. 
Coronary sclerosis, severe 


Hydrothorax, bilateral. 


Discussion 


Dr. CastteMaAN: ‘This patient, in addition to an 


"Hampton, A. O., and Castleman, B. Correlation of post mortem 
teleorventgenogram with special reference to pulmonary embolism and 


Am. J. Roentgenol. 43:%5-325, 1940 


infaretion 
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old myocardial infarct involving the interventricular 
septum, which occurred four months before admis- 
sion, had a recent infarct of the anterior lateral aspect 
of the left ventricle, which I think occurred on the 
day of admission. It was about seven days old and 
contained neutrophils that were degenerating; there 
were no mural thrombi. There was, of course, severe 
coronary-artery disease. The lungs showed only con- 
gestion. ‘There was pleural fluid on both sides. We 
examined the lungs extremely carefully for infarcts 

we went down every single vessel and could find 
no emboli anywhere. There was, as Dr. Pittman sug- 
gested, congestion, which apparently — increased 
markedly within four or five days. 

Dr. ‘Tomcnrk: Was there anything to account 
for the appearance of the right middle lobe on the 
first films? 

Dr. CasttemMan: I think it may have been fluid. 
Could that shadow in the films be fluid between the 
lobes; would that give this picture ? 

Dr. Tomenik: No; it is not in the proper loca- 
tion. 

A Puysictan: Is that the 
loculated fluid in the fissure? 


so-called “vanishing 


tumor” 

Dr. CastLeMAN: According to Dr. ‘Vomcehik,. 
that is not in the right place for fluid between the 
lobes 

Dr. Tomentk: ‘There is no suggestion of a local- 


ized effusion within the fissures. Such an effusion 
should give a typical appearance on the lateral views 


Dr. Currens: Were there occlusions of the coro- 
nary arteries? 

Dr. CastneMan: ‘They were extremely narrow 
and pin point; we did not find evidence of a fresh 
occlusion, but that is so often the case. 

Dr. Was there hemorrhage in 
pericardial sac? 

Dr. CASTLEMAN: 
of hemorrhage but that was not important 
think that the Dicumarol produced any change 

Dr. Frrepuicn: Were there areas of pulmonary 
hemorrhage or just localized areas of intense con- 


the 


No: there was one little plaque 
I do not 


gestion? 

Dr. CASTLEMAN: 
areas of congestion. The patient was having hemop- 
tyses at one time; I suppose if we made more blocks 
hemorrhage in some 


There was no hemorrhage, just 


of the lung, we might find 


alveoli. 


CASE 42352 
PRESENTATION OF CASE 


An ecighty-three-year-old man was admitted to the 
hospital because of abdominal pain 

During the day before entry there was a sudden 
onset of severe, persistent abdominal pain that caused 
him to collapse on the next day 
Four years previously he had a pneumococcal pneu- 
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successfully 


monia of the left lower lobe that was 


treated with penicillin, At that time cardiac enlarge 
ment and atrial fibrillation were noted. The blood 
pressure was 120 systolic, 60 diastolic. An electrocar- 
diogram showed atrial fibrillation, left-axis deviation 
and minor T-wave changes. He subsequently re- 
mained in good health and took digitalis regularly 
rhere was no history of diabetes mellitus 

ill, dehy- 


The 
chest was emphysematous, and the breath sounds 
The heart was slightly enlarged to the 
A Grade 2, 
Examination 


Physical examination showed an acutely 
drated man with mottled cyanosis of the skin 


were distant 
left. ‘There was atrial fibrillation 
tolic murmur was audible at the 
of the abdomen revealed a board-like tenseness with 


SySs- 


base 


rebound tenderness and marked spasm, mostly in the 


upper quadrants, No masses were felt. ‘The abdomen 


was tympanitic throughout, and no bowel sounds 


were heard. The femoral pulses were and 


Distended 
Colon 


Mu tiple 
in the 


Figure | Abdominal Film, Shou ing 
Loops of Small Bowel as Well as Some Ga 


bounding No pulses were palpable in the legs which 


were cool and appeared mottled. Radial pulses were 


absent. Rectal examination was newative 


The temperature was 99.4°F., the 
The blood pressure 


pulse 78 and 


irregular, and the respirations 24 


was 80 systolic, 40 diastolic 


The urine gave a test for albumin; the 
sediment contained 50 red cell 1) white cells and 
an occasional granular cast per high-power field 
Examination of the blood revealed a hematocrit of 
39 per cent and a white-cell count of 7300. The 
nonprotein nitrogen was 45 me., the calcium 4 and 
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100 


the potassium 


1.4 myg., and the fasting blood sugar 153 mg 


The sodium was 140 milliequiv., 
the chloride 102 milliequiv., and the 


per 
mil 
14 milliequiy 
carbon dioxide 14 milliequiv. per liter. The amylase 
was 168 Russell units. A formed stool specimen gave 


a negative guaiac test. An x-ray film of the chest 
showed moderate elevation of both leaves of the dia- 
phragm; the lungs appeared clear; there was some 
prominence of the heart in the region of the left 
ventricle. An abdominal film demonstrated multiple, 
distended, gas-filled loops of small intestine with fluid 
Fig. | 


tion of the colon was noted: changes consistent with 


levels throughout the abdomen no disten- 
Paget's disease were seen throughout the pelvis, espe- 
cially on the right. An electrocardiogram showed no 
significant changes from those previously noted, 
An abdominal paracentesis yielded feculent-smell- 
Another paracentesis yielded air and about 


inv al 


25 ml. of serosanguineous fluid with a hematocrit of 
% per cent and an amylase of 1200 Russell units In 
spite of intravenous infusion of fluids, gastric suction 
and transfusions of plasma and blood the patient died 
six hours after admission. 


DiaGnosis 


De. Witttam V. McDermorrt, Jr.*: This elderly 
man had evidence of degenerative arterial disease of 
the heart and kidneys and an acute abdominal ca- 
tastrophe, which terminated in death within twenty- 
four to thirty-six hours. Before discussing the nature 
of the catastrophe, we might have Dr. Hanelin show 
I am looking primarily for the pres- 
in the 


the x-ray films 


ence or absence of free aur abdomen, par- 
ticularly in view of the findings at paracentesis. 
Dr. Joserm Hanewin: ‘The abdominal films, con- 
sisting of the supine and left-lateral-decubitus projec- 
tions, do not show any obvious free air. In the de- 
cubitus projection there are a few radiolucent streaks 
that might represent retroperitoneal air. In the films 
taken with the patient erect, which include the chest 
and upper abdomen, there is no free air below the 
diaphragm. ‘There are multiple gas-distended loops 
in the large intestine, 
which is not distended (Fig. | A fair 


fecal material is present in the rectum 


of small bowel and some air 
amount ol 
The disten 
tion is generalized in the small bowel, although it 
does preponderate in the uppel two thirds of the ab- 
dominal cavity. ‘There 

Dr. McDermorr: 


tion, which I shall try to resolve 


is extensive Paget’s disease 
There is a puzzling contradic- 
Apparently, a fair 
amount of free air was obtained by paracentesis; yet 
the x-ray examination failed to demonstrate any sig- 
nificant amount of free air. 

In an elderly man with this type of catastrophic 
episode in the abdomen, I should consider crises of 
vascular origin, such as ruptured dissecting aneurysm 
and superior mesenteric arterial thrombosis or emboli- 
zation, but these seem unlikely in view of the total 


Massachusetts General Hospital 


*Assistant surgeon 
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picture. The elevated amylase in the blood and peri- 
toneal fluid suggests an acute hemorrhagic pancrea- 
titis, particularly since it was associated with a low 
calcium level in the blood. Before seeing the x-ray 
films, I had thought that the accumulated evidence 
pointed to a perforating lesion of the upper gastro- 
intestinal tract, with a diffuse spreading peritonitis, 
and was considering the type of perforation that 
could cause death within thirty-six hours or less. Sta- 
tistically, a perforation of a duodenal ulcer is the 
most common, but one would not expect death to 
occur so rapidly nor the peritonitis to produce fecu- 
lent-smelling air. 

Could this have been a perforated carcinoma o1 
the gastrointestinal tract? 
There were no prodromal symptoms, and the evi- 


diverticulum of lower 
dence seems to be against disease of the large bowel. 
Certainly, the guaiac test on the stool was negative, 
and there was no indication in the x-ray examination 
of partial obstruction of the large bowel, such as one 
might expect with a carcinoma or diverticulitis with 
free perforation into the peritoneal cavity. The sig- 
findings were an abdominal catastrophe, 
fatal 
hours; a clinical picture of a virulent spreading peri- 


nificant 


which was within twenty-four to thirty-six 


tonitis; free air, which was feculent-smelling: and 
elevated amylase in the blood and peritoneal fluid, 
associated with a low serum calcium. If there had 
been free air in the peritoneal cavity on x-ray exami- 
nation, this would certainly have pointed to a perfora- 
tion of the upper gastrointestinal tract with attendant 
release of pancreatic enzymes or even an associated 
severe pancreatitis, which is not uncommon and 
which may obscure the diagnosis of upper gastroin- 
testinal disease. Because of the air removed during 
paracentesis, one would think in terms of a gastro- 
intestinal perforation, but the findings in the x-ray 
films are a contradiction of that. If there had been 
free air in the peritoneal cavity, demonstrated by 
paracentesis to this extent, it certainly should have 
been seen in the x-ray examination. Is that true, Dr. 
Hanelin? 

Dr. HANELIN: Yes, it Is. 

Dr. McDermorr: I had that 


had been taken in the upright position and that that, 


thought no films 
therefore, might explain the discrepancy since free 
air in the peritoneal cavity is difficult to demonstrate 
unless a decubitus projection or a film with the patient 
upright is taken. But since the x-ray examination was 
adequate, I shall have to revise my initial opinion on 
the subject and say that the needle during paracente- 
sis probably penetrated a tense, distended gastroin- 
testinal loop. Although that is not common, that is 
the only way that I can resolve the apparent con- 
tradiction between the findings during paracentesis 
and on x-ray examination. Obviously, the diagnosis 
hinges on that since in the absence of free air in the 
peritoneal cavity I should make a diagnosis of primary 
hemorrhagic pancreatitis rather than of a perforating 
lesion of the upper gastrointestinal tract. 
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The elevated amylase in the blood and in the peri- 
toneal fluid and the low calcium are not inconsistent 
with a lesion of the upper gastrointestinal tract other 
than primary hemorrhagic pancreatitis. I see no rea- 
son why in cases of perforating duodenal ulcer or 
even perforating carcinoma of the gastric antrum, in 
which the amylase in the blood and in the peritoneal 
fluid is high, there may not occasionally be a con- 
comitant reduction in the serum calcium, which is 
usually explained on the basis of the release of fatty 
acids and its conjunction with calcium to form soaps 

If I explain the air obtained on paracentesis on 
the basis of penetration of the bowel by the intro- 
duced needle, I shall conclude with a diagnosis of 
acute hemorrhagic pancreatitis, which characteristi- 
cally occurs catastrophically and terminates in death, 
with peripheral vascular collapse within a short time 

certainly, thirty-six hours is not inconsistent with 
this diagnosis. The other conditions present, which 
had little relation to the primary disease, were arterio- 
sclerotic heart disease and probably nephrosclerosis 
of the kidney. I did not discuss the urinary-tract 
findings, because they did not seem relevant to the 
primary problem; they may have represented chronic 
prostatitis in an elderly man who probably also had 
some degree of nephrosclerosis. 

Dr. BENJAMIN CasTLEMAN: Would anyone like 
to quiz Dr. McDermott on any of his statements? 

Dr. Cuester M. Jones: I think that his diag- 
nosis seems to be reasonable. ‘The only other condi- 
tion that might give an unusually high serum amylase 
is perforated ulcer. If there was a perforated ulcer, 
free air should have been found in the x-ray films 
Moreover, there was no preceding history of an ulcer 
I should think that the hemorrhagic pancreatitis, 
with paralytic ileus as a result of whatever was going 
on in the peritoneal cavity, was the most reasonable 
diagnosis. 

Dr. CasttemMan: Dr. Ingelfinger, have you a 
comment ? 

Dr. Franz INGeELFINGER: I, too, agree with the 
diagnosis. I have not heard of a calcium as low as 
this produced by peritoneal absorption of pancreatic 
enzymes from a perforated viscus, and this is classic 
of acute pancreatitis. The serosanguineous fluid would 
also be difficult to explain on the basis of perforation. 

A Puysician: Is mottled cyanosis likely to occur 
in pancreatitis? 

Dr. McDermorr: I| think that might occur in the 
terminal phase of any acute catastrophic disease, with 
peripheral vascular collapse. It is seen commonly in 
the severe form of acute hemorrhagic pancreatitis 

Dr. CastLeman: How often does one find dis- 
tended loops of small bowel with acute pancreatitis? 

Dr. McDermott: Very commonly, within a very 
short time after onset a severe, paralytic ileus with 
a distended tympanitic abdomen can develop 
Dr. Jones: It is characteristic of such an episode 
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Dr. CasTLEMAN: I do not recall ever having seen 
a paralytic ileus of this extent in patients with acute 
hemorrhagic pancreatitis at the autopsy table; of 
course, we see it in the late stages 

Dr. McDermorr: I agree with Dr. Jones that 
clinically it is quite characteristic after twenty-four 
hours. 

Dr. Hanewin: We see it commonly on x-ray films 


DIAGNoses 


Acute hemorrhagic pancreatitis 
Arteriosclerotic heart disease 


Dr. V. McDermorr, Jr.'s, Diacnoses 


Acute hemorrhagic pancreatitis 
Arteriosclerotic heart disease 
Nephrosclerosis 


ANATOMICAL DIAGNOSIS 


Small-bowel obstruction, with gangrene, produced 


by adhesive band. 


PaTHoLocicaL Discussion 


Dr. CastLeMAN: Autopsy showed that this man 
did not have pancreatitis. We do not know how to 
explain all the chemical findings. I asked the ques- 
tion about distended bowel ioops because this was 
small-bowel obstruction: a loop of ileum beginning 
20 or 30 cm. from the ileocecal valve was caught 
between an adhesive band that extended from the 
medial aspect of the sigmoid across medially to the 
posterior wall of the pelvis. A loop of small bowel 
about 20 cm. long had extended through the band 
and twisted on itself, producing gangrene of the 
bowel. There was about a liter of hemorrhagic fluid 
but no frank peritonitis 

Dr. McDermorr: No free air? 

Dr. CAsTLEMAN: No, 

Dr. McDermorr: The needle must have pene 
trated the bowel. 

Dr. CasTLeMAN: I am sure that that is what hap- 
pened, 

Dr. McDermott: I might mention that an ele- 
vated amylase in the blood has been shown by a series 
of studies to be associated occasionally with obstruc- 
tion of the bowel. When the duodenum becomes 
distended from mechanical obstruction, it can cause 
enough increase in pressure secondarily in the pan- 
creatic-duct system to produce a high level of amylase 
in the blood. These studies* have clarified to some 
extent the puzzling findings of an elevated amylase 
with intestinal obstruction. I must say, like Dr. Ingel- 
finger, that I am surprised that the serum caleium 
was depressed so much. 

*Boyd, T. F., and Byrne, J. J. Elevated serum amylase in intestinal 


obstruction, Presented at a meeting of the Boston Surgical Society, 
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WHAT PRICE SECURITY? 


On August 1, President Eisenhower announced that 
he had signed H. R. 7225, the Social Security amend- 
ments of 1956, and pointed out that “Although there 
were differences of opinion over separate provisions, 
the final legislation was approved overwhelmingly by 
Congress. In signing this legislation, I am hopeful that 
this new law, on the whole, will advance the economic 
security of the American people.” 

Differences of opinion were centered mostly on the 
provision in the bill making totally and permanently 
disabled persons eligible to receive their Social Securi- 
ty retirement benefits at age fifty instead of age sixty- 
five. The American Medical Association, as reported 
previously in these columns, had opposed the com- 
pulsory cash disability benefits and had urged that 
there should be a thorough social and economic study 
of the entire social-security system before it was 
further enlarged. 

The Administration had also opposed the cash dis- 
ability provision, and Secretary Folsom, of the Depart- 
ment of Health, Education and Welfare, speaking 
before the Senate Finance Committee last March, had 
stated that: 

There is a great divergence of opinion on the difficul- 
ties of administering a cash disability program, our 
ability to control the costs, and the effects on vocational 
rehabilitation, On the other hand, we are making signifi- 
cant progress in helping disabled people —- through assist- 
ance payments to the needy, the rehabilitation program, 
and the disability freeze. We need more time to develop 
these programs fully and evaluate their results. 

In view of the erave uncertainties involved and the 
potential heavy costs to all social taxpayers, I would 
advise the committee not to adopt the provision of H. R 
7225 for cash disability benefits. 

In May, the Senate Finance Committee reported 
out the bill with the disability-payments section de- 
leted. A compromise amendment, however, was later 
presented to the Senate, the amendment being essen- 
tially the same as the deleted section except that the 
increased OASI payroll taxes to finance the payments 
would be put in a separate trust fund and disbursed 
from there. This version passed the Senate on July 
17 by a 47-45 vote. As a result, beginning on January 
1, 1957, OASI taxes will be increased one quarter of 
| per cent for employer and employee, and three- 
eighths of 1 per cent for the self-employed. Disability 
benefits will begin on July 1, 1957. 

Also under H. R. 7225, employed women and wives 
of retired workers may have the choice of accepting 
reduced benefits at age sixty-two or obtaining full 
benefits at sixty-five. Widows of covered workers are 
allowed full benefits at age sixty-two; this being the 
first time that the age-sixty-five-retirement requisite 
has been broken since the Social Security Act was 
passed in 1935, 

As finally adopted, H. R. 7225 also extends socia!- 
security coverage to about 600,000 additional farm 
owners or operators and about 225,000 self-employed 
lawyers, dentists and osteopaths. Doctors of medicine 
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are now the only professional group excluded from 
OASI coverage, their exclusion still conforming to 
the wishes of the American Medical Association as 
reaffirmed by the House of Delegates in Chicago in 
June. 

Having become the law of the land (Public Law 
880, 2nd Session, 84th Congress), H. R. 7225 has, 
therefore, through its cash-for-disability provisions and 
lowered retirement age, established precedents that to 
the medical profession are highly significant symptoms 
of an economic—and moral—malady. The medical 
profession is certainly not opposed to the Federal 
social-security program, which is to millions of em- 
ployed Americans their only source of retirement 
security, but it cannot help being demonstrably dis- 
turbed over Federal encroachment on the practice of 
medicine via social-security legislation. And, as re- 
sponsible citizens, doctors of medicine cannot help but 
be alarmed at the constant amendments to the Social 
Security Act made without regard for the ultimate 
soundness and stability of the program. 

The American Medical Association’s plea for a 
careful, exhaustive, and nonpartisan study of the 
entire social-security system before further extension 
of benefits is legislated is one that should be seriously 
considered by the senators and representatives who 
will comprise the 85th Congress and who may be 
expected to have at heart the economic and social 
stability of the nation and the need for a strong fi- 
nancial foundation on which individual safeguards 
may be built. 

The basic theory of social security makes it a noble 
experiment in the efforts of man to come to better 
terms with his environment. The very word “securi- 
ty,” however, as used today, is coming to imply a 
condition that can hardly be produced on a national 
scale without the loss of something still more valuable. 
The price may be the capacity and the desire to work 
and if necessary to suffer for the preservation of one’s 
self-sustaining status—to overcome on one’s Own ac- 
count the difficulties of the passage through life. For 
he that overcometh will be made a pillar in the 
temple. 

The one thing that the protective state has never 
yet achieved is protection; the best that it can hope 
to offer is freedom of individual opportunity 


IODIDE MUMPS 


ELSEWHERE in this issue of the Journal Sussman 
and Miller describe 2 cases of parotid-gland swell- 
ing that followed the intravenous injection of sodium 
diatrizoate (Hypaque) and sodium methylglucamine 
diacetylamino-triiodobenzoates (Renografin). 
though swelling of the parotid gland has long been 
known to occur occasionally after the long-term ad- 
ministration of iodide it is of interest that, in these 
cases, it apparently followed acute exposure to iodine- 
containing compounds used as contrast mediums 


EDITORIALS 


Both the responsible agents are organic com 
pounds containing 59.87 per cent and 36.94 per cent 
of iodine respectively. Other organic iodine-contain- 
ing compounds in common use contain as much as 
65.8 per cent of iodine. In the everyday use of these 
high-iodine-containing compounds it is not unusual 
to administer as much as 10 gm. of organically bound 
iodine at one quick injection. Usually, this iodine is 
firmly bound, but undoubtedly, depending on the 
compound and the length of exposure to it, varying 
amounts are split off by the body and converted into 
iodide. 

Although in man as much as 8.5 gm. of iodide 
slowly given intravenously as sodium iodide is usually 
tolerated, it is possible to produce serious toxic effects 
with much smaller amounts in the presence of renal 
impairment or individual idiosyncrasies 

Apparently, in some patients, the amount of iodide 
freed, or perhaps the irritant properties of the organic 
iodine-containing preparation itself, is capable of pro- 
ducing parotitis and possibly other signs of iodide 
toxicity not yet observed or reported. It would be 
interesting to know whether mucous-membrane irri- 
tability, rhinorrhea, conjunctivitis, skin rashes and 
other iodide reactions appear, in perhaps fleeting 
fashion, from the use of these preparations. 

Any iodide released by these preparations is, for 
the most part, excreted by the kidney. ‘Therefore, it 
is conceivable that in the presence of renal impair- 
ment toxic levels of iodide might rapidly accumulate 

Since these agents are finding ever-increasing use 
in many diagnostic procedures it is apparent that 
care must be taken if more serious iodide reactions 
are to be avoided. 


UNDERSTANDING THE ALCOHOLIC 


Tue process of fermentation became a problem of 
mankind, probably long before Shem and Japhet 
covered their drunken father’s nakedness, and the 
art of the distiller has done little to abate it. At- 
tempts have been made over the years to break the 
spell that drink has cast upon the Western world, 
but, based on emotionalism and duress, they have 
been largely ineffective. Only the faith of Islam 
seems to have been relatively successful in control- 
ling this desire and quenching the thirst 

Psychiatry and pharmacology and the consider- 
ation of the drunkard as a person who is ill or un- 
fortunate, rather than as one who is wicked or con- 
temptible, have opened up a new concept of the 
problem in recent years, and in very recent years 
new methods of meeting it have been elaborated 
The occurrence of drunkenness will no more be abol- 
ished than the use of alcohol will be or should be 
banned, but it is reasonable to hope that eventually 
the first will be cut down and the second brought un- 
der reasonable control. 

Among the many agencies that are now working 
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for the control of alcoholism the Boston Committee 
on Alcoholism is prominent in this area and has re- 
cently announced its fifth annual fifteen-week educa- 
tional program. This program, intended for hospital] 
staff members and personnel officials, will be given 
under the direction of Dr. David Landau with the 
cosponsorship of the Greater Boston Chamber of 
Commerce 

The course will be presented at Boston University, 
where it was started in 1952, the first session taking 
place on Wednesday, September 19, 1956, at 7:15 
p.m. It will be a combination of lectures and semi- 
nars, intended to instruct in the understanding and 
assistance of employees whose efficiency is affected 
by their drinking 


MASSACHUSETTS PUBLIC HEALTH 
ASSOCIATION 


THe publicity committee of the Massachusetts 
Public Health Association has announced, in a 2-color 
appeal under the title “Memorabilia,” that the annual 
fall meeting of the Association will be held in Amherst 
on September 7 and 8, 1956. Members of the Associa- 
tion may consider the notice as a summons; all others 
as a cordial invitation 

Memorabilia (“things remarkable and worthy of 
remembrance or record,” according to Noah Webster, 
who made the principal address when Amherst Col- 
lege was dedicated in September, 1821) refer to the 
historic of Amherst with the seventh 
month of the ancient Roman calendar. Thus, in Sep- 
tember, 1775, the militiamen of Amherst arrived home 
from the Battle of Bunker Hill (June 17) and re- 


association 


ceived a penny a mile for transportation. In Septem- 
ber, 1849, a bill for the establishment of 
tural college on land costing 80 cents an acre passed 


an agricul- 
the General Court; in September, 1871, the recluse 
poetess, Emily Dickinson, made a public 
to the extent of handing cookies from 
window to the neighboring children, and in Septem- 
ber, 1900, the Lord Jeffrey Inn 
was still in business as it is today. 

On a more technical level, the meeting will come 
to order at 11 a.m, on September 7, with Dr. Robert 
H. Hamlin, health director of Brookline, presiding 
over the general session. Among the subjects to be dis- 
cussed will be the merits of compulsory hospitalization 
of the tuberculosis patient, school health education, 
milk control, household sewage-disposal systems and 
problems of suburban health. 

The after-dinner speech on September 7 will consist 
of an acknowledgment by Fillmore H. Sanford, 
Ph.D., associate director for scientific studies of the 
Massachusetts Joint Commission on Mental IIIness 
and Health, that “Public Health People Are Puz- 
zling.” Dr, Alfred L. Frechette, president of the 
Association, will preside. 


appeal! ance 


her pantry 
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Aug. 30, 1956 


The Senate of the University of London has 
decided not to confer medical degrees on candi- 


dates of the female sex. 
Boston M. & S. J. September 4, 1856 


MASSACHUSETTS 
MEDICAL SOCIETY 


DEATHS 


Tompson — Charles E. P. Thompson, M.D., of Fair- 
haven, died on July 30. He was in his seventy-seventh year. 

Dr. Thompson received his degree from Boston University 
School of Medicine in 1903. He was formerly school physi- 
cian and town physician in Fairhaven. He was a fellow of 
the American Medical Association. 


NV ARREN Thomas F. Warren, M.D., of Fall River, died 
on July 5. He was in his seventy-ninth year, 

Dr. Warren received his degree from Baltimore Medical 
College in 1905. He was formerly surgeon of the Fall River 
Police Department and a fellow of the American Medical 
Association. 

He is survived by his widow and a half-brother. 


MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


CONSULTATION CLINICS FOR CRIPPLED 
CHILDREN IN MASSACHUSETTS 


Date CONSULTANT 


CLINIC 
Haverhill William T. Green, M.D., and 
Henry Banks, M.D. 
Charles L. Sturdevant, M.D. 
Albert H. Brewster, M.D. 
Paul W. Hugenberger, M.D. 
Carter R. Rowe, M.D. 
Daniel M. Killoran, M.D., and 
John J. Crowley, M.D. 
George W. Van Gorder, M.D. 
Edward J. Coughlin, Jr., M.D 
John W. O'Meara, M.D. 
David S. Grice, M.D., 
Arthur W. Trott, M.D 
James D. Fisher, M.D. 
Paul L. Norton, M.D 


DaTEs 
September 4, 1 
September 5, 1 


September 


September 
September 
September 
September 
September 


Greenfield 
Lowell 
Salem 
Gardner 
Lynn* 


Brockton 
Pittsfield 
Worcester 


Fall River 


September 
September 
September ‘ 
September and 
September 
September 


Springfield 
Hyannis 
Rueumatic-Fever Cuinic 


North Reading 
Fitchburg 


CONSULTANT 
Bradford Cannon, M.D., and 
Joseph E. Murray, M.D 


Semi-monthly 
Joseph M. Baker, M.D. 


PLastic CLINIC 
Eastern Massachusetts 


Western Massachusetts 
Monthly 


Physicians referring new patients to clinic should get in 
touch with the district health officer to make appointments. 
Patients are seen by appointment only. 

*This clinic serves Lynn, Lynnfield, Saugus, Nahant, Revere, Chelsea, 


Everett and Winthrop. Referrals should be made directly two the Lynn 
Clini 
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SERVICES OF THE DIAGNOSTIC LABORATORY 


A new edition of Services of the Diagnostic Laboratory 
has just been prepared. It contains complete information 
on the various bacteriologic, virologic, and mycologic diag- 
nostic tests performed by the Laboratory for the physicians 
of the Commonwealth. Information is included on the 
proper collection and submission of specimens and sugges- 
tions are given on the usefulness of many of the tests 
Physicians wishing to have a copy of the booklet should 
write to the Massachusetts Department of Public Health 
Diagnostic Laboratory, 281 South Street, Jamaica Plain 30, 
Massachusetts. 


CORRESPONDENCE 


REGARDING BENEDICT’S TEST 


To the Editor: The article, “Significance of an Opaque, 
Green Benedict Reaction,” by William T. Wright in the 
March 22 issue of the Journal will confuse your readers in 
the use of Benedict’s test because it is based on an incorrect 
timing of the test. Benedict did not recommend three min- 
utes over a flame as stated by the author. The reference 
cited clearly indicates two minutes. The equivalent of two 
minutes’ flame time is three minutes in a water bath 


Mever SAMSON, Dwector 
Samson Laboratories 


Philadelphia 


Note: In Benedict's communication published in the 
Journal of the American Medical Association (October 7, 
1911) he states, regarding the use of his reagent, that “until 
one is familiar with its behavior the following directions 
should be closely adhered to.”’ He goes on to say that after 
the urine has been added to the reagent the mixture is 


heated to vigorous boiling, kept at this temperature for one 
or two minutes and allowed to cool spontaneously 


Ep. 


CAREFUL READER 


To the Editor: 1 am an inveterate reader of your excel- 
lent journal, and an occasional reader of the New Yorker 
Regarding the first article in your issue of June 7, in the 
style of the latter journal: “What Page Do You Read?” 

On p. 1055: “We were indeed surprised to find that the 
serum of 1 showed a 1:4 reaction when the yeast-phase 
antigen of H. capsulatum was titrated against it.” 

On p. 1057: “Therefore, when we observed pertinent 
findings in only 2 of the cases tested — namely, a reaction 
of 1:4 and 1:14 when the serum was titrated against the 
yeast phase, or standard antigen of H. capsulatum, respec- 
tively — this fact was not viewed by us with any degree of 
surprise.” 

Co-authors divided, 

Like the house in the mot; 
Joress surprised, 

Bushueff is not. 


Positions reversed - 
Bushueff amazed ; 
Now Joress is cool 
And cannot be fazed 


L’Envoi 


’Tis very plain to see 
What always must be: 
Scientists never 

Will get together. 


Hersert M. Rusinetrern, M.D. 
Michael Reese Hospital 


Chicago 


NOTICES 
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ERRATUM 


To the Editor: An error appeared in a footnote in the 
Journal of August 2, 1956, page 238. The volume of the 
Journal referred to should be 254 and not 256 


L. A. GInneRAuGu 
Battle Creek, Michigan 


Note: So eager are the editors to be thoroughly up-to-date 
that they projected into the future the reference noted by 
Mr. Ginnebaugh. Volume 256 will be published during the 
first six months of 1957.—-Ep 


SUSPENSION OF LICENSE 
To the Editor: At a meeting of the Board of Registration 
in Medicine held July 10, 1956, it was voted to suspend the 
registration of Dr. Jacob Abrams, 562 Shirley Street, Win- 
throp, Massachusetts, for five months 


Ropert C. Cocurane, M.D., Secretary 

Board of Registration in Medicine 
State House 
Boston 

REVOCATION OF LICENSE 
To the Editor: At a meeting of the Board of Registration 

in Medicine held July 10, 1956, it was voted to revoke the 
registration of Dr. Daniel Lee Berni, Cambridge and Somer- 
ville, Massachusetts 

Ropert C, Cocurane, M.D., Secretary 

Board of Registration in Medicine 


State House 
Boston 


RESTORATION OF LICENSE 


To the Editor: At a meeting of the Board of Registration 
in Medicine held July 10, 1956, it was voted to restore the 
registration of Dr. Thomas F. Beatty, 33 Hollywood Road 
West Roxbury, Massachusetts 


Rosperkt C. Cocurane, M.D., Secretary 
Board of Registration in Medicine 
State House 

Boston 


NONCLINICAL NOTES 


AMERICAN ELECTROENCEPHALOGRAPHIC 
SOCIETY 
At the tenth annual meeting of the American Electro- 
encephalographic Society, the following officers were elected 
president, Dr. John R. Knott; president-elect, Dr, Robert S 
Dow; secretary, Dr. J. K. Merlis; and treasurer, Dr, Peter 
Kellaway. 


NOTICES 
AMERICAN PSYCHOSOMATIC SOCIETY 


The fourteenth annual meeting of the American Psycho- 
somatic Society will be held at Chalfonte-Haddon Hall, 
Atlantic City, May 4 and 5, 1957. 

Titles and abstracts of papers for consideration for the 
yrogram should be received by the Program Committee no 
te than December 1, 1956. Twenty minutes will be 
allotted for presentation of each paper. Abstracts, in sextu 
plicate, should be submitted to the Chairman, 551 Madison 


Ave., New York 22, New York. 


POSTGRADUATE TRAINING IN ADOLESCENT CARE 


The Adolescent Unit of the Children’s Hospital is offering 
a general practice-type of postgraduate training in the care 
of adolescents. One-year traineeships are available to a 
few properly qualified physicians having two or more years 
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of hospital experience after graduation from medical school 
Dr, J. R. Gallagher will direct the teaching staff. Further 
information may be obtained from Dr. J. R. Gallagher, 
chief of the Adolescent Unit, Children’s Hospital, Boston 


SOCIETY MEETINGS AND CONFERENCES 


Serremorn 35, Congress on Blood Transfusion, Blood Banks and 
Hematology. Page 297, issue of February 9. 

Serremore First Inter-American Conference on 
Medicine and Toxicology. Page 152, issue of July 19 

= 5-27 ~neultation Clinics for Crippled 
Massachusetts, Page 446 

Serremoen 6, 9 and 10, Vermont Heart Association and University 
of Vermont College of Medicine. Page 360, issue of August 16. 

Serremuen 9-15. International College of Surgeons. Page 304, issue of 
August 9 

18 
23 

19 and 70 
issue of August 16 

27-29 
issue of August 23 

Serrempen 26 and 29. Mississippi Valley Medical Society and Ameri- 
can Medical Writers’ Association. Page 402, issue of August 23 

Ocronen 4, 5 and 6. Academy of Psychosomatic Medicine. Page 402, 
issue of August 23 

Ocrowen 7, 8 and 9. New Hampshire and Vermont State Medical 
Societies , issue of August 9 

Ocronen 6-13. International Cancer Page 104, 
issue of July 12 

Ocrowen 15-26 
August 9 

Ocronen 19 and Decemnre 14, 1956, and and 1957. 
Massachusetts Society for Kesearch in Psychiatry. Page 56, issue of 
July 5 

and 31 and Novemnes 1, 
sembly, Boston 

Novemnen 12-16, 
issue of August 23 


Occupational 


Children in 


South End Medical Club. Page 402, issue of August 


San Diego Postgraduate Assembly. Page 360, 


University of Michigan Medical School. Page 402, 


Cytology Congress. 


New York Academy of Medicine, Page 304, issue of 


New England Postgraduate As- 


American Public Health Association. Page 402, 


CALENDAR FoR THE Week Beoinnino Taurspay, 
SerTemBer 6 


Tuunspsy, 6 

*6:00-6:45 a.m, Case Presentations. Joslin Clinic. Joslin Auditorium, 
New England Deaconess Hospital. 

6:00-9:00 am. Surgical Grand Rounds. Dr 
staff. Saint Elizabeth's Hospital 

"6:45-9:45 a.m. Cardiac Grand Rounds. Jimmy Fund Building. Chil- 
dren's Medical Center, 35 Binney Street. 

*9:00-10;00 a.m. Surgical Rounds, Sherman Auditorium, Beth Israel 


John Spellman and 


Hospital 

*9:00-10;00 a.m, Arthritis Grand Rounds, Robert Breck Brigham 
Hospital 

*10:00 ti OO am, Combined Medical-Surgical Rounds. Sherman Au 


ditorium, Beth Israel Hospital 

10;90-11:15 a.m, Leeture on Diabetes for 
Members and Guests of the Joslin Clinic 
England Deaconess Hospital 

*11:00 a.m.-12:00 m Medic al Grand Rounds. Dr. Sylvester McGinn 
and staff, Saint Elizabeth's Hospital 

*11:00 a.m.-12;00 m. Medical Staff Contlerence 
Beth Israel Hospital 

*11:00 p.m. Hand Clinie (Physical 
bilitation Service Boston City Hospital 

*12:00 m,. Clinicopathological Conference Dr 
and associates Pathology Amphitheater, 


Doctors and Patients by 
Joslin Auditorium, New 


Sherman Auditorium 
Medicine and Reha 


Benjamin Castleman 
Massachusetts General 


Hospital 

"12:15 15 pam. Tumor Clinic, Dr. T. W. Botsford. Amphitheater 
Peter Bent Brigham Hospital 

*3:00 p.m. Thoracic Conference. Spontaneous Pneumothorax and 
Thoracic Emergencies, Dr. Harrison Black. Main Amphitheater 
Peter Bent Brigham Hospital 

Serremane 7 
*6,00-6:45 am. Case Presentations, Joslin Clinic. Joslin Auditorium, 


New England Deaconess Hospital 


*6:00-9:00 am, Members and Guests of the Joslin Clink Joslin 
Auditorium, New England Deaconess Hospital 
*9:90-11:90 aun. Medical and Surgical Grand Rounds. Drs. George 


W. Thorn and Francis D. Moore, Main Peter Bent 
Brigham Hospital 

*10;00 a.m Tuberculosis Surgical Clink 
57 East Concord Street 

10:30-11:15 acm. Leeture on Diabetes for 
Members and Guests of the Joslin Clini 
England Deaconess Hospital 

*12:00 m. Urological Conference, Dr, C, J. I 
Auditorium, Carney Hospital, Dorchester 

*12:00 m. Pediatric Grand Rounds, Thorndike Amphitheater, Boston 
City Hospite! 

*1:;30 pum. Fertility and Endocrine Clinic 
Brookline 

pam, Tumor Chink 

*2:00-3:00 p.m. Pathology Conference. Dr 
Elizabeth's Hospital 

*4:00-10;00 p.m. Alcoholism Clinic. By appointment 
Hospital, 41 Morton Street, Jamaica Plain 

*4:W p.m. Neuroradiologic Conference. X-Ray Conlerence 


\inphitheater 


South End Health Unit 


Doctors and Patients by 
Joslin Auditorium, New 


Kickham, presiding 
Free Hospital for Women, 


Mount Auburn Hospital, Cambridge. 
— Graham. Saint 


Washingtonian 


Room 


New England Deaconess Hospital 
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Sarurpay, 6 
*8:00-6:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
New England Deaconess Hospital. 
*8:30-10:00 a.m. Orthopedic Staff Conference. Boston City Hospital. 
*8:30-10:00 a.m. Surgical Grand Rounds. Drs. Charles G. Child, 
Ill, A. J. A. Campbet! and staff. First (Tufts) Surgical Service, 
New Cheever Ampnitheater, Dowling Building, Boston City Hos- 


pital 

*9:30-11:00 a.m. Surgical House Officers’ Conference. Second-Floor 
Conference Room, Carney Hospital, Dorchester. 

“10:30 a.m. Teaching Ward Rounds. Ward South 2, Free Hospital 
for Women 

10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients by 
Members and Guests of the Joslin Clinic. Joslin Auditorium, New 
England Deaconess Hospital. 


Monopay, 10 
*6:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
New England Deaconess Hospital, 
*8:30-9:30 a.m. Clinic by Entire Surgical Staff and Anesthesia Staff. 
New Cheever Amphitheater, Devlin Building, Boston City Hos- 


ital. 

10:30-11:15 acm. Lecture on Diabetes for Doctors and Patients by 
Members and Guests of the Joslin Clinic. Joslin Auditorium, New 
England Deaconess Hospital. 

“11:00 a.m.-12:30 p.m. Staff Conference. Child Psychiatry. By ap- 
pointment, Conference Room (Burnham 7), Massachusetts Gen- 
eral Hospital 

*12:15-1:15 p.m. Clinicopathological Conference. Main Amphithe- 
ater, Peter Bent Brigham Hospital. 

*1:00 p.m. Alcoholisin Clinic. Peter Bent Brigham Hospital. 

*2:00-3:00 p.m. X-Ray Conference. Dr, William Carey. Bint Eliza- 
beth’s I ospital, 

*3:00-4:00 p.m, Neuroradiologic Conference. Dr, Bertram Selver- 
stone. Stearns Auditorium, New England Center Hospital. 
*4:00 p.m, Clinicopathological Conference. Pathology Conference 

Room, Beth Israel Hospital, 

*4:00-5:30 p.m. Anesthesiolo Conference. 
Room, Peter Bent Brigham Hospital. 

*5:00-6:50 p.m. Anesthesia Group of the Lahey Clinic. Joslin Au- 
ditorium, New England Deaconess Hospital. 


Surgical Conference 


vespay, Serremper 11 

*8:00-8:45 a.m. Case Presentations, Joslin Clinic, Joslin Auditorium, 
New England Deaconess Hospital. 

*8:00-9;00 a.m. Medical Grand Rounds, Pathology Conference Room, 

Carney Dorchester. 


*10:30 a.m, edical Grand Rounds. Main Conference Room 
(Ground Floor), Lemuel Shattuck Hospital. 
10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients by 


Members and Guests of the Joslin Clinic. Joslin Auditorium, New 
England Deaconess Hospital. 

*12:00 m.-1;00 p.m. Pediatric Grand Rounds. Burnham Memorial 
Hospital for Children (Burnham 4), Massachusetts General Hos- 


pital, 

*12:15-1:15 p.m. X-Ray Conference. Dr. Merrill Sosman. Main 
Amphitheater, Peter Bent Brigham Hospital. 

12:90 30 p.m. Medical Journal Club. Joslin Clinic. (Cafeteria 
New England Deaconess Hospital. 


*2:00-3:00 p.m. Hematology Conference. Dr. Mario Stefanini. Saint 
Elizabeth's Hospital 

*4:00-5:30 p.m. Anesthesia Conference, Dr, Benjamin Etsten. Stearns 
Auditornum, New England Center Hospital. 

*5:00 p.m. Surgical Journal Review. Mount Auburn Hospital, Cam- 


bridge. 
*5:00-6:00 p.m. Service Meeting Followed by Clinical Conference 
(Medical, Surgical, Obstetric), Faulkner Hospital. 


Weonespay, Serremper 12 
"6:00-8:45 a.m, Case Presentations, Joslin Clinic 
New England Deaconess Hospital. 
*6:00-9;:00 a.m. Medical and Surgical Clinic on Diabetic 
Deaconess Il, New England Deaconess Hospital. 
*6:00-9:00 a.m. Surgical Grand Rounds. Auditorium, Carney Hos- 
vital, Dorchester. 
*9:00-10;00 a.m. Surgical Grand Rounds. 
Hospitals 
10:30-11:15 acm. Leeture on Diabetes for Doctors and Patients by 
Members and Guests of the Joslin Clinic, Joslin Auditorium, New 
England Deaconess Hospital 
*11:00 a.m. Orthopedic Grand Rounds. Bigelow Amphitheater, White 
$A, Massachusetts General Hospital. 
*12:00 m.-1:00 p.m. Boston State Hospital Psychiatry Seminar. Re- 
ception Building Auditorium, 591 orton Street, Dorchester. 
“12:00 m.-1:00 p.m. Roentgen Diagnostic Conference, 5th-floor teach- 
ing unit, Beth Israel Hospital 

*12:15 pan. Vascular Rounds. Drs, Edward A. Edwards and Chilton 
Crane. D-Main, Peter Bent Brigham Hospital. 

*12:30 p.m. Weekly Pathological Meeting. Joslin Auditorium, New 
England Deaconess Hospital 

*12:30-1:50 p.m. Weekly Staff Review of Autopsies. Dr. William A. 
Meissner, Joslin Auditorium, New England Deaconess Hospital 

*1:00 p.m. Alcoholism Clinic. Peter Bent Brigham Hospital. 

*1:00 p.m. Massachusetts General Hospital Hand Clinic. The Clinics 
of the Massachusetts General Hospital, 

*2:00 p.m. Rectal Clinic. Peter Bent Brigham Hospital. 

*2:00-3:00 p.m. Pediatric Conference for Practitioners. Jimmy Fund 
Building, Children’s Medical Center, 35 Binney Street. 

*4:00-5:350 p.m. Fracture Lecture. Boston City Hospital. 

*4:00-6:00 p.m. Overholt Thoracic Conference. Joslin Auditorium, 
New England Deaconess Hospital. 

*6:00 p.m. Alcoholism Clinic. Peter Bent Brigham Hospital 


Joslin Auditorium 


Problems 


Massachusetts Memorial 


*Open to the medical profession 
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HARVARD MEDICAL SCHOOL 
Courses for Graduates 


TREATMENT OF FRACTURES AND 
OTHER TRAUMATIC CONDITIONS 


One Week — October 22 - 27, 1956 


By Epwin F. Cave, M.D., and Associates: at the 
chusetts General Hospital 

This course will deal not only with the treatment of 
fractures and dislocations but also with the management 
of other traumatic conditions, anesthesia in traumatic 
conditions, and the use and misuse of x-rays in the han- 
dling of fractures. This year the method of instruction 
will be altered to include several panel discussions. 


Tuition — $150. 
GENERAL SURGERY 


Four Weeks — October 15- November 9, 1956 
May 20- June 14, 1957 
By Epwarp D. M.D., V. McDer- 
moTT, Jr., M.D., F. THomas Gepnart, M.D., and As- 
sociates at the Massachusetts General Hospital 
An intensive survey of current surgical theory and prac- 
tice in abdominal, thoracic, gynecological, vascular, and 
genito-urinary surgery. It will also cover those aspects 


Massa- 


of plastic, orthopedic, and neurosurgery which concern 
the general surgeon. 


Tuition $250. 


DIABETES AND ENDOCRINOLOGY IN 
RELATION TO GENERAL MEDICINE 


Three Days — October 1-3, 1956 


By Howarp F. Root, M.D., and Associates at the New 
England Deaconess Hospital 


A course consisting of clinical demonstrations and lec- 
tures presenting the fundamental physiology, pathology, 
and chemistry, as well as the diagnosis and treatment 
of diabetes and related endocrine disorders, The applica- 
tion of this knowledge to the fields of preventive medi- 
cine and public health will be considered. 

Tuition $30 


CLINICAL OBSTETRICS 


One Month — October and November 1956 
April and May 1957 


ind Associates 


By Crawrorp H. Hinman, M.D., : 


A course consisting of ward rounds prenatal teac hing, 
including complications such as toxemia, heart disease, 
vascular disturbances, RH factor, et cetera; x-ray; clini- 
cal pelvimetry; postnatal examinations; and special con- 
ferences with the instructor covering all normal and 


abnormal obstetrics Tuition $150 


Apply to Assistant Dean, Courses for Graduates 


Harvard Medical School, Boston 15, Massachusetts 


integrated relief... 


mild sedation 
visceral spasmolysis 
mucosal analgesia 


Summit, N. J. 


for a spastic 


nhita 
enovar 


annhsa 


TABLETS (yellow, coated), each containing 
50 mg Trasentine® h wdrochloride (adiphenine 
hydrochloride CIBA) — 20 mg. phenobarbital. 


| 
| | 
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The “Do's” of 
Low Sodium Diets 


You know the “dont’s” of sodium restriction—the 
list is long. Here are some “do’s”’ that will add zest 
to your patient's diet. And with new flavors to re- 
place salt, he'll have a diet he can stick to. 


Here's what can be used— 


Spices and herbs, lemon and lime, variously flavored 
vinegars are all acceptable. And fresh-ground pepper has 
a pungency that never came out of a shaker! 


Here's how— 


Hamburger takes well to a pinch of thyme, another 
of marjoram, anda sprinkle of pepper. Chicken’s delicious 


with a squeeze of lemon, a touch of rosemary, and a sweet 
butter to baste. And broiled steak speaks for itself. 
Vegetables are even easier. Your patient may like 
them livened with vinegar—white wine vinegar with mild 
flavored vegetables, red with more robust flavors. Broc- 
coli and asparagus are especially good with lemon juice. 


If butter is a “‘must,’’ make it sweet butter with nut- 
meg or rosemary on string beans. Savory brings out the 
best in limas, while tarragon teams with carrots, basil 
with tomatoes. And onions boiled with whole clove and 

3 thyme would delight the taste of an epicure! 


With these flavor tricks to add zest to his meals—and 
aglass of beer*, at your discretion, for a morale boost 
your patient is more likely to follow his diet. And your 


treatment will have a chance to show its effectiveness. 


United States Brewers Foundation 3 
Beer — America's Beverage of Moderation 
*Sodium: 7 mg /100 gm., 17 mg /8 oz glass (Average of American Beers i 


if you'd like reprints of 12 different diets, please write United States Brewers Foundation, 535 Fifth Avenue, New York 17, N.Y, 


xiv 

THYME 

x ig 

‘ or a 4 

VINEGAR 

TN 

\ 

BASIL 


for assured 


therapeutic 


advantages 


...refocus on... 


Current studies’ show Peptonized lron— 


Y One-third as toxic as ferrous sulfate. 
ag Absorbed as well as ferrous sulfate. 


Y Non-astringent. 


VY Free from tendencies to disturb digestion. 
(One-tenth as irritating to the gastric mucosa 
as ferrous sulfate.) 


VY More effective in iron-deficient anemias. 


LEV with Peptonized Iron 


*Keith, J.H.: Utilization and Toxicity of Peptonized Iron and Ferrous 
Sulfate, Read before the American Association for the Advancement 
of Science, Zoological Section, Atlanta, Georgia, December, 1955. 


THE me MASSENGILL COMPANY Bristol, Tennessee « New York « Kansas City « San Francisco 
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The preferred hematinic 
with PEPTONIZED iron 


Peptonized iron is virtually predigested. It is ab- 
sorbed as well as ferrous sulfate, and is one-tenth 
as irritating to the gastric mucosa. Anemias re- 
fractory to other forms of iron will often respond 
promptly to Livitamin therapy. 


The Livitamin formula, containing the B com- 
plex, provides integrated therapy to correct the 
blood picture, and to improve appetite and digestion. 


Each fluidounce contains: 


(Equiv. in elemental iron to 71 mg.) 
Manganese citrate, soluble. . .... . 158 mg. 
Thiamine hydrochloride . . 10 mg. 
Riboflavin 10 mg 
Vitamin By (crystalline) . ; 20 mcg 
Pyridoxine hydrochloride . . mg. 
Pantothenic acid 5 mg. 
Liver fraction 2 Gm. 
1 Gm. 
Inositol 30 mg. 
Choline 60 mg. 


THE S. E. MASSENGILL COMPANY 


Bristol, Tennessee 
New York Kansas City San Francisco 
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SENSITIZE 


POLYMYXIN B—BACITRACIN OINTMENT 


For topical use: in % oz. and 1 oz. tubes. 


For ophthalmic use: in % oz. tubes. 


& BURROUGHS WELLCOME & CO. (U.S.A.) INC., Tuckanoe, N. Y. 
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treating moderate to 
“pressure has to be lowered 


UNITENSEN-R 


UNITENSEN “ RESERPINE 
ADVANTAGES ADVANTAGES ‘ COMBINES THE 
ADVANTAGES 
4 OF EACH 
positive, dependable mild, hypotensive action : ELIMINATES THE 
safety...no postura effects 
hypotension, bladder safety vl OF BOTH 


obstruction or renal 
complication 


improvement of total 
circulation and increased 
cardiac efficiency 


economy 


DISADVANTAGES 
nausea and emesis in 
higher dosage 


4 some flatulence, 
nervousness and urinary 
frequency 


bal 
~ 
es 


well tolerated in average 
doses 


DISADVANTAGES 


slow acting 


not effective alone in 
moderate and severe 
hypertension 


may cause nasal 
stuffiness, weight gain... 
depression in some 
patients 


UNITENSEN-R 


also available: UNI TENSEN® tannate tablets 


(contain cryptenamine 2 mg.) 


TO GERVE YOUR PATIENTS TODAY—Call your pharmacist for 
any additional information you may need to help you prescribe 
Unitensen-R. He has been especially alerted. 


IRWIN, NEISLER & COMPANY 


DECATUR, 


easier to prescribe because 
of the single dosage form 


dependably lowers blood 
pressure 


economical 


the component drugs 
“acting in concert’ cut 
dosage requirements in 
half... practically 
eliminating side reactions 


therapy with complete 
safety 


1. Cohen, B.M.; Cross, E.8. 
and Johnson, W.: Am. Pract. 
6: 1030, 1965. 


Each tablet contains: 
Cryptenamine | mg 
(as the tannate salt) 


Reserpine 0.1 mg. 


For prescription economy: 
prescribe Unitensen-R in 50's 


1 tablet t.i.d 


*T.M., Reg. U.S. Pat. Off 
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“may be unique as a wide-spectrum 
antimicrobial agent that is bactericidal, 
relatively nontoxic, and does not 
invoke resistant mutants.’” 


Furadantin 


BRAND OF NITROFPURANTOIN 


and Chrowl pyelonephritis, prostatitis 


Percentage of Effectiveness of Furadantin Against Various Strains of Bacteria in Vitro 


Aerobacter 

Oerogenes 
Furadantin $2.1 
Antibiotic A 714 
Dihydrostreptomyci 14.2 
Antibiotic 8 3.5 
Penicillin 3.5 
Antibiotic € 14.2 


Proteus 


sp. 


Paracele- 
bectrum 
sp. 


18.7 


Micro 
coccus 
pyogenes 


91.9 
93.5 
38.7 
66.1 
27.4 
467 


Strepte- 
coceus 
pyogenes 


93.9 


96.9 
27,2 
63.6 
39.3 
72.6 


Esche- 
tichie 
coll 


66.0 
28.0 


Preude- 
monas 
Geruginese 


13.3 
26.6 
66 
2.2 
0 
Wd 


Furadantin’s “high degree of effectiveness against bacteria responsible 
for urinary tract infections is brought out by this study.’’* 
Furadantin dosage—simple and safe: Average adult dose is 100 mg., 
q.i.d., (at mealtime, and on retiring, with food or milk). Average daily 
dosage for children is 5 to 7 mg./Kg. in four divided doses, 
SUPPLIED: Tablets, 50 and 100 mg., bottles of 25 and 100. 
Oral Suspension, 5 mg. per cc., bottle of 118 cc. 


REFERENCES: 1. Waisbren, A., and Crowley, W.. A.M.A. Arch. Int. M. 95:655, 1056. Verry 


R. E., Jr.: North Carolina M. J. 16:567, 1956 


WITROFURANS—A NEW CLASS OF ANTIMICROBIALS NEITHER ANTIBIOTICS NOR SULFAS 


Eaton 


LABORATORIES 


: 
xvii 
ef 
( 
66.6 31.2 60.0 
25.9 12.5 
0 0 0 
0 0 0 
3 


THE 


ELECTROENCEPHALOGRAPHIC 
LABORATORY, INC. 
270 Commonweactu Ave., Boston KE 6-6100 


Electroencephalograms 
Electromyograms 


Appliance Rx 
your men 
NOONAN 
Appliance 


YOUR SURGICAL 
will be carefully executed for 
and women patients at T. J 
COMPANY 's 
Department 
Freda Gallant 
and Registered 
parking space at 408 
Avenue, Jamaica Plain 
phone, JAmaica 2-8700 


new Surgical 
under supervision of Mrs 
Skedgell, Trained Nurse 
Surgical Fitter Ample 

South Huntington 
Appointment by 
B171-18-tf 


PURNITURL 

sed 
time to time. Convenient 
NOONAN COMPANY, 406 


Jamaica Plain 
4 


Office 
new 


PHYSICIANS 
All standard 


from 


lines equip 
ment 
terms, T. J 
South Huntington Avenue 
40, Mass. Ample parking. Phone | 
2-8700 for literature, Medical 


laboratory, sickroom supplies 


hospital 
172-18-tf 


NOW RENTING | Physician 15 years 
in excellent location has space available 
obstetrician 


for pediatrician, radiologist 


E.E.N.T 
pital fac ilities good 


Eng. J, Med 


Parking and hos- 
Address Neu 


optometrist 


GENERAL PRACTITIONER wanted 
for two years or permanently, with or 
without capital, to take over busy prac- 
tice. Substantial school contract. Mod- 
ern home, furnished or not, and separate 
but connecting well-equipped office in 
Maine town with good educational facili 
ties and hospital connections. Leaving 
for public health assignment after twelve 
Address A170, New Eng 


26-u 


years’ practice 


Med 


DOCTOR'S OFFICE FOR RENT 
hay State Road, riverside One large 
room and waiting room, Reasonable rent 


COpley B232-5-5t 


Phone 


LABORATORY TECHNICIANS, reg- 
istered M.'I ASCP 
female, for growing 
a 200-bed New England hospital 
laboratory 


preferred, male or 
laboratory service in 
New, 
completely equipped Salary 
open according to ability and experience 


Address A28, New Eng. J. Med 9-tf 


New — Used 
and sold. Desk 
Broad Street, Bos 


B72-22-tf 


FURNITURE 


Bought 


OFFICE 
Refinished 
Clearing House, 115 


ton Ht 2-1518 


NEW 


LEARY LABORATORY 
43 Bay Strate Roap 
Boston, MASSACHUSETTS 
Oxvoa C. Leary, M.D. 

Leary, Ja., M.D. 
Dependable and Rapid Laboratory 

All Branches 


Containers furnished 


Tel. KE 6-2121 


Service 


OUTSTANDING PRACTICE for G.P. 
North central Massachusetts 
Modern, 50-bed hospi- 


or internist 


industrial town 


tal. Nothing to sell except completely 
equipped, 6-room rented office at a small 


Can easily 
Good in- 


fraction of its present value 
be handled by capable man. 
Leaving for California 
and wish to 


come from start 
after 22 
make 


physi here 


years in this office 
arrangements for a badly-needed 
This is really a wonder- 
ful opportunity with practically no in- 
vestment. Income limited only by energy 
and may be increased by 
A194, New Eng. J. 

6-4t 


of incumbent 
Address 


surgery 


Med 


WANTED BY OCTOBER 15, Board- 
qualified anesthesiologist to head depart- 
ment in community hospital near Boston, 
Income fee-for-service basis and addi- 
tional guaranteed salary as consultant 


Address A196, New Eng. J. Med 7-4t 


DOCTOR WANTED Alert and ca- 
pable for general practice in Boston, On 
soon 


7-3t 


salary, partnership or ownership 


Address A197, New Eng. J]. Med. 


EXCELLENT OPPORTUNITY 
Physician 25 years in practice has space 
suitable for dentist, ophthalmologist, op- 
Main thorough- 
Call EVer- 

B183-4-tf 


tometrist or chiropodist 
fare. Good parking facilities 


ett 7-2133 mornings 


COLONIC IRRIGATIONS, 
Beatrice M. Woods 
Boston, CO 6-8722 


massage, 
511 Bea- 
B8O-16-tf 


diathermy 
con Street 


Doctor's home 


WELLESLEY HILLS 


and office suite nine rooms, four bed- 


rooms, two baths, modern kitchen plus 
office suite of three rooms, laboratory and 
bath 


to all forms of transportation 


Excellent location with casy access 
Inmmediate 
occupancy, G.L.-appraised. Exclusive with 
Village Realty WeEllesley 5- 
1940 B244-7-4 


Company 


Harvard 
practice in 
Ad- 
7-4t 


OTOLARYNGOLOGIS1T 
graduate, wants location or 

Certified 
Med 


small Massachusetts town 


A199, New Eng. J 


dress 
UNITED LIMB & BRACE CO., Inec., 
artificial limbs. 15 


HA 6-4018 
$517-6-1f 


manutacturers of 
Berkeley Street, Boston 


ENGLAND JOURNAL OF MEDICINE 


Aug. 30, 1956 


CLASSIFIED RATES 

Our rates are 60 cents a line for 
the Ist insertion (approximately five 
words to a line); for the 2nd, 3rd and 
4th insertions, each, 55 cents a line; 
and for each insertion thereafter, 50 
cents a line. 

If you do not wish 
name and address, but prefer to use 


to use your 


a box number instead, an additional 
charge of 15 cents is made for each 
insertion to take care of mailing re- 
plies to you the day they are received 
in this office. We have a minimum of 
three lines. 


WANTED IMMEDIATELY Resi- 
dent house physician, Position open Au- 
gust, 1956. Grand opportunity for young 
man who has just completed his intern- 
ship or residency. General hospital, 154 
beds and organized medical staff, 50 phy- 
sicians, Applications accepted for 1 year 
or longer as individual desires. Starting 
salary $3200 per annum, Desirable open- 
ing with close association with medical 
profession of community, Applicants from 
Exchange Visitor Program cannot be ac- 
cepted, Apply Matthew I. Barron, Direc- 
tor, Portland City Hospital, Portland, 
Maine, Interview granted at applicant's 
convenience, B246-7-8t 


PHYSICIANS Openings for two 
ward physicians in 590-bed federal hospi- 
tal for the treatment of pulmonary tuber- 
culosis and other chest diseases. A teach- 
ing hospital under jurisdiction of Boston 
Deans’ Committee. Training and experi- 
ence determine entrance salary. Specialty 
allowance authorized for Board certifica- 
tion, U. S. citizenship required, Liberal 
vacation and sick leave, Forward applica- 
tions to; Director, Professional Services, 
Veterans Administration Hospital, Rut- 
land Heights, Massachusetts. B243-7-%t 


PHYSICIANS WANTED Obste- 
trician, gynecologist, to join 3-man de- 
partment in 25-man specialty group. As- 
sociated new hospital, J.C.A.H.  ap- 
proved, with A.M.A.-approved residency 
program, Salary $15,000 per year with 
$2,000 yearly increments to $25,000, 
plus bonus. Contact: Director, The Lynn 
Clinic, Detroit 17, Michigan. 

B230-5-eow-3t 


USED instruments and equipment 
bought and sold. All types of repairs rea- 
sonably done. GALE SURGICAL SUP- 
PLY CO., 6 Francis Street, Boston. (Op- 
posite Peter Bent Brigham Hospital) AS 
7-0777. B166-22-eow-tf 


(Additional advertisements on page xx) 


ADVERTISING SECTION 


three-fold action against anxiety, 
stress and tension states with 


NEURO-CENTRINE 


adds emotional 
to visceral tranquility 


More than an antispasmodic is needed for re- NEURO-CENTRINE is also recommended for the 
lief of spastic conditions of the gastrointestinal _ relief of symptoms associated with functional 
tract, associated with underlying anxiety, stress disorders of the gastrointestinal and cardio 
and tension. vascular system, 

NEURO-CENTRINE has a three-fold action Descriptive literature on request. 

against anxiety, stress and tension states. It 

combines: 

1. Phenobarbital (15.0 mg.)—a tested sedative. 

2. Cemtaine (0.25 mg.)—an antispasmodic and 


anticholinergic with central action; atropine- Bristo 
like in action with minimal side effects. 
3. Reserpine (0.05 mg.)—a well-known tran- panna 


quilizer. *Trademark 
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Founded 1879 


RING SANATORIUM 


FIGHT MILER FROM BOBTON 


For the study, care and treatment of emotional, 
mental, personality and habit disorders 


On « fourdation of dynamic psychotherapy all 
other recognized therapies are used as indicated 


Cottage accommodations meet varied individual 
needs, Limited facilities for the continued care 
progresmive disorders requiring psychiatric, 
medical, or neurological supervision 


Full resident and associate staff. Courtesy 


privileges to qualified physicians 


Benjamin Simon, M.D. 
Director 


Cuasies Waere, M.D, 
Assistant Director 
Arlington Heights 
Massachusetts 
Mission 68-0081 


Woodside Cottages 
Feamincuam, Mass, 


A sanitarium specially adapted for nervous 
and convalescent patients =o need rest and 
upbuilding in normal surroundings. 

No committed mental cases 


Astuus H. Waan, M.D., Medical Director 


GLENSIDE 
6 Parley Vale, Jamaica Plain, Mass, 
Tel, JA 4-0044 
A small, attractively located sanitarium for 
nervous, mild mental of chronic illnesses, 


Dosis M. Hoswoon Superintendent 
Rurnu Caossrivio, M.D., Medical Director 


BIND your New England Journal of 
Medicine, Make it a permanent part of 
your library for easy reference and last- 
ing wear, In full black library buckram 
only $3.50 per volume, plus shipping 
charges, All other journals and periodi- 
cals bound also, Inquiries invited. Nor- 
den Bindery, 2100 West Grand Avenue 
Chicago 12, Il B300-14-tf 

FOR RENT Doctor's office of con 
tinuous twenty years’ standing in W 
Excellent location 
FAirview % 

B146-25-tf 


Roxbury Opposite 
church and school. Call 


8090 or FAirview 3-2345 


FOR RENT Medical or dental suite 
consisting of four rooms, 2279 Massa- 
chusetts Avenue, Cambridge, Massachu- 
setts B259-6-4 

ANESTHESIOLOGIST Immediate 
position available, fee-for-service 
200-bed hospital, greater Boston area 
Massachusetts registration in medicine re 
Address A202, New Eng J Med 


basis, 


quired 


FOR RENT | Psychiatrist's suite, joint 
furnished waiting room, playroom avail- 
Call KEnmore 

B250-7-3t 


able, adjacent institute 
6-3794 


BALDPATE, Inc. 


Geo. Fleetwood 2-2131 


Georgetown, Mass. 


Located in the hills of Essex County, W 
miles north of Boston 


For the treatment of psychoneuroses pes 
sonality disorder aleoholism 
and drug addiction 


psychoses 


Occupation under a tramed therapist, di- 
crsons and outdoor activities 


©. Sotomosx, M.D 

Consulting Prychiatrist 

Grorce M. Scutomer. M.D. 
Medical Director 


J 
Wiswall Sanatorium 
203 Grove Sr., Wettestey, Mass. 
For the care of mild mental and nervous 
tients in country surroundings. Small groupin 
allows a besselibe atmosphere and persona 
contact, 
H, Wiswat, M.D., Superintendent 
Hate Powers, M.D., Medical Director 
Tel. WE 5-0261 


STORROW HOUSE 


(Former Storrow Estate at Lincoln, Mass. ) 
STAFFED AND OPERATED BY THE 
MASSACHUSETTS GENERAL HOSPITAL 
For nonpsychiatric ambulatory and semi-ambula- 
tory patients needing rest or convalescent facili- 

ties 

CHARGES: $7.00 to $10.00 per day 
Transportation for visits to physician's office pro- 
vided. For information, call CLearwater 9.8343 
or Massachusetts General Hospital Admitting 
Office LA 43-8200. 


PLEASE DO NOT ASK for the 
names of classified advertisers in the 
Journal who use box numbers. It is our 
with these advertisers that 
released. 


agreement 
the information will not be 
Address your replies or inquiries to the 
box number given, c/o New Eng. J 
Med., and they will be forwarded 
promptly 


EXPERIENCED WOMAN wants 
housekeeping job in widowed doctor's 
home. Office-home in small town ac- 
ceptable, $50.00, [Vanhoe 4-0843 or ad- 


dress A203, New Eng. J. Med 9-2t 


FOR SALE Office-home combina- 
tion. Excellent location, parking area 
Connecting office with separate entrance, 
General practice and surgery of 44 years’ 
Modern hospital with new ad- 
dition under construction in city. Retir- 
ing due to ill health. Robert W. Homes, 
M.D., 28 Middle Street, Keene, New 
Telephone 14 B254-9-4t 


standing 


Hampshire 


ANESTHESIOLOGIST, M.D., want- 
ed for VA hospital with large surgical 
service and residency training program. 
For salary and further information con- 
tact Manager, VA Hospital, Perry Point, 
Maryland B255-9-3t 


Aug. 30, 1956 


HANOVER HOUSE, INC. 
West Hanover, Mass. 


A sanatorium in the South Shore Area within 
easy distance from Boston. 


Tel. Rockland 1690 Quincy Office PR 3-6930 


For the diagnosis and treatment of neurological 
diseases, emotional disturbances and personality 
disorders. All modern forms of specialized ther- 
apy (including electroshock) with emphasis on 
wychotherapy; treatment of alcoholism and re 
ated addictions on most modern. scientifically 
approved basis. Unusually attractive atmosphere 
singularly free from ‘‘institutionalization.”’ 


Excellent nursing and medical care for limited 
number of chrome patients. 


No committed patients. 
Outpatient treatments for referred cases only. 


S. Neustavt, M.D., Medical Director 
Rupoten Nevustavt, M.D., Clinical Directo: 


DAVID MEMORIAL 
NURSING HOME 


46, Mass. 
8. D. Conen, R.N., ps. 
Convalescents — Invalid-Elderly 
Accepted by Blue Cross - Blue Shield 
Prolonged Illness Program 
61 Park Street BE 2-3530 


PERKINS SCHOOL 


Lancaster, Mass. 
Devoted to the scientific understanding and 
education of children of retarded develop- 
ment, Five homelike and attractive buildings 
surrounded by 85 acres of campus and gar- 
dens. 
Fraankun H. Perkins, M.D. 


LARGE OFFICE in professional build- 
ing, ground floor, Lavatory, reception 
hall, Commonwealth at Copley Square. 
$45.00, including all utilities. COpley 
7-3516. B251-9-2t 


TWO MEDICAL SUITES newly re- 


decorated on Washington Street in 
Brighton, Mass., with established phy- 
sicians and dentist. Call STadium 2- 


9250 for appointment. B252-9-2t 


WELLESLEY OFFICE for rent. De- 
sirable location. Used professionally for 
many years. Call WEllesley 5-3031-M. 

B253-9-3t 


AN EXCELLENT OPPORTUNITY 
for a high-grade general practitioner in 
a community of 4,000 with some indus- 
trial practice, Hospital facilities. House 
with office or space available in new 
professional building. Located in South- 
ern Massachusetts. Address A204, Neu 


Eng. J]. Med 9-12t 
FOR RENT 2-room doctor's office 


with waiting room in Arlington, Mass 
Professional location on main street. Heat 
and light furnished, good parking facili- 
ties. For particulars address A198, Neu 


Eng. J. Med. 7-cow-4t 


(Additional advertisements on page xviii) 
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ADVERTISING SECTION 


Diagnosis of Thyroid Function 
Simplified with Radioisotopes 


The routine use of radioactive iodine as an aid in the 
proentindoonk. nacelle diagnosis of thyroid function has progressed to the point 


where every hospital, clinic and private physician should 
consider the merits of an isotope program. 


The Mediac, shown in use at the left, is just one of a 
complete line of medical instruments manufactured by 
Nuclear-Chicago for use with radioactivity. Designed for 
é the clinic or private physician, operation is simple, fool- 
hours), the “etengerd” ta, meee. proof and rapid. Its price is surprisingly low. 


ured* inthe phantom neck. A single 
control then adjusts the “MEDIAC’’ 


for the patient Write for our catalog “‘O”’ for full information on the 
Mediac and other clinical radioisotope measuring equip- 
ment as well as complete details on fulfilling AEC 
requirements. 


Leaders in Making Radioactivity Count 


pnuclear- chicago 


Nuclear Instrument and Chemical Corporation 
269 West Erie Street, Chicago 10, IIinois 


Phantom is removed and activity in 
patient's thyroid is measured.* Up- 


take of radioiodine is directly re- 
lated to thyroid function and shown 
a8 per cont of administered dose. 


one time involved 
2minutes. 
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Washingtonian Hospital 


39 Morton Street, Boston 30, (Jamaica Plain) Mass. 
Incorporated 1859 


Conditioned Response, Psychotherapy, Antabuse, Adrenal 
Cortex and other drug therapies, Night-Hospitalization 
for Rehabilitation of Male and Female Alcoholics. 


Treatment of Acute Intoxication and Alcoholic Psychoses 
Included 
State Outpatient Clinic and Social Service Department 
for Male and Female Patients 


Josern Tummann, M.D., Medical Director 


Consultants in Medicine, Surgery and the other Specialties 
Telephone JA 41-1540 


BETH ISRAEL HOSPITAL 


Boston, Mass. 
Postgraduate and Continuation Courses 
“PRACTICAL ELECTROCARDIOGRAPHY"™ 


For General Practitioners and Beginners 
(A) 5 days, 9 a.m. to 5 p.m. 
November 5-9, 1956, inclusive 
(B) 10 Wednesday afternoons, 2-5 p.m. 
October 3 - December 5, 1956 
For information address: 
DR. JOSEPH E. F. RISEMAN, BETH ISRAEL HOSPITAL 
330 Brookline Avenue, Boston, Mass. 


A Request for Change of Address 


Must reach us at least three weeks before the date of 
issue with which it is to take effect. Duplicate copies 
cannot be sent to replace those undelivered through fail- 
ure to send such advance notice. Please be sure to send 


us the old address, 


NEW ENGLAND JOURNAL OF MEDICINE 


8 Fenway, Boston 15, Mass. 


BETH ISRAEL HOSPITAL 


Boston, Mass. 
Postgraduate and Continuation Courses 
“EKG CLINICS” 


The practical use of electrocardiograms in the diag- 
nosis and treatment of cardiac patients. 
For general practitioners with some training in 
Electrocardiography. 

(C) 5 days, 9 a.m. to 5 p.m. 

April 22 - 26, 1957, inclusive 
(D) 10 Wednesdays, 2 to 5 p.m. 

March 6- May 8, 1957 

Early Registration is Desirable 
For information address: 


DR. JOSEPH E. F. RISEMAN 
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ADVERTISING SECTION 


eeeamong Other things...which distinguishes 
Vi-Penta Drops 'Roche." Since all 


multivitamin solutions tend to lose 


strength in time, ViePenta® Drops 


are dated to assure full label potency. 
Just 0.6 cc daily provides required 
amounts of A, C, D and B vitamins 
(including Bg), and you'll find that both 
mothers and youngsters like them because 
they're easy to give and easy to take. 


Hoffmann - La Roche Inc « Nutley 10 * N, J, 
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your allergy 
patients 
need a lift 


Worn out with sneezing or scratching, your allergic patients 


need relief from the depression which is often brought on 
i by their allergy symptoms. 
You can give them a lift with Plimasin, a combination of a 
1 


proved antihistamine and Ritalin—a new, mild psycho- 
mony motor stimulant. Plimasin, while effectively relieving the 

symptoms of allergy, counteracts depression as well. 

Dosage: 1 or 2 tablets every 4 to 6 hours if necessary. 

Tableta (light blue, coated), each containing 25 mg. Pyribenzamine® hydro- 

chloride (tripelennamine hydrochloride CIBA) and 6 mg. Ritalin® hydrochlo- 

ride (methyl-phenidylacetate hydrochloride CIBA) 


Relax the best way 
... pause for Coke 


continuous quality 
is quality you trust 


“DRINK 


CM. 


us oe 


xxi¥ THE NEW ENGLAND JOURNAL OF MEDICINE S| 
| 
4 


Vol. 255 No ADVERTISING SECTION 


now available...4 forms of 


YCOSTATIN 


Squibb Nystatin 


the first safe antifungal antibiotic 


mycosTatin VAGINAL TABLETS 


highly effective in vaginal moniliasis 


Each vaginal tablet contains 100,000 units of Mycostatin 
and 0.95 Gm. of lactose. Packages of 15. 


mycosTaTin OINTMENT 
highly effective in monilial infections of the skin 


Each gram contains 100,000 units of Mycostatin. 
One-ounce tubes 


mycosTaTin ORAL TABLETS 
highly effective in intestinal moniliasis; 
sometimes effective in systemic moniliasis 


Each tablet contains 500,000 units of Mycoatatin. 
Bottles of 12 and 100 


mycosTaTin FOR SUSPENSION 
highly effective in thrush ... highly effective 
in intestinal moniliasis and sometimes effective in 


systemic moniliasis in infants and children 


When reconstituted in 22 cc. of distilled water, each cc. 
contains 100,000 units of Mycostatin. 24-dose bottles, 
with dropper calibrated at 1 ce, 


Squibb Quality—the Priceless ingredient 


SQUIBB 


ae 
Wee 
{ 
‘ 
aV 


because attacks are reduced in 
incidence and intensity, and the 
patient gains a new perspective 


on life. 


entoxulon 


LONG ACTING TABLETS CONTAINING PENTAERYTHRITOL TETRANITRATE (PETN) 10 MG 
AND RAUWILOIO™ ALSEROXYLON) | MG 


DOSAGE: one to two tablets q.i.d., 
before meals and on retiring. Avail- 
able in bottles of 100. 


~ Los Angeles 


| Kiker 
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